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[ 2S? 2 kT<7> (a) ~ (e) gt*3l 1 KB«Ofi«B. 

(a) , IGF-I*J:O f IGF-nc#*W»c«S'frU IGF-I* £tfIGF-II«>ii&14*B«1-*in; 

(b) IGF-It^HtfHw^U I(y-IO«tt*a#i-*a#*^**5tffw'i^ 

gf-ii fc#*ttc*frfru iGF-no«tt*a#-r*a;#4fctt«t#*f^**tf»** „ 

GF-II U IGF-II^®i±^Pl«1-^^^^^^®fH'^^^ :b *" C:& 

"(d) IGF-Ifc«F*ttfc»frU IGF-IO«tt«:B*-r*tfi;fr*fc»i«;#*f^- #£0*1 
GF-II fc#*ttfclfrfrU IGF-IIOflmSrBSi-^ttfrSfetttt^WH"^*** 
(e) ±15 (a) ~ (d) OV>-f tlfri:*^ 
[fff#3l 3 ] 

^yfo-^-^ttflc**, a^'J K-TKMU68 (FERM BP-7978) Pi 0&*S*L*tt;# 

t?* * , it *a 3 iciamoa#»Jo 

Fab, Fab\ F(ab')i, (scFv) , -*#<fcT*S«* CDUbodj 

) , ->^;V7^ K^Jg<k^T3E«* (dsFv) *5 £ tfCDR K*e>****fc«« 
ttitftWJt-e^^, 2-4 (DV^-f tt^ 1 #£fBtt*>B#*iJo 
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'fV^T/iMBf (insulin-like growth factor; UT, IGFt^fifiT 

rust] 

[0 0 0 2] 

[0 0 0 3] - 

V^W'tttM?** * t^ftttKi^* *U -e<75^*. (Quality of life) »i* 

L<»fc*>*t* (*4MWfc1R2, 3) o ^t, fc*<B#ffl 

[0 0 0 4] 

©a«)-C*>a[IGF-II : 1300-1700ng/g, h 9 >*7 * - S JfJIB^ (TGF0) *• 400 

-460ng/g^ IGF-I I 85-170ng/g. JfiL/h^S^iimHT (PDGF) : 50-70ng/g, &*14$Ut^ 
Mif^S^ (bFGF) :40-80ng/g. ttttHtflBFffll&MH? (aFGF) : 0. 5-12ng/g> # 
MJE14®6« (BMP) : l-2ng/g. T^^tf > : lng/g 3) ]„ **fflli&£**± 

#«^-T^>- fc7& ? t?§>5:v> 0 L*L4#?>, m&ffllfoX&tfW&Zfrt^ 

[0 0 0 5] , ^ 

IGFfc«0^^)RimS^ov^T%, o IGF-I<75$## (&T\ IGF-IR«pS 

*M«S*L*£fc***ft**t-rv»* 4) o tfc, IGF-IRF^Vh^-r-f f 

fc*^Y%ffimumz%$i-fz>t, -?vxx<Dm, iff. vym^vfcmmmztLzz- 

*fbfc*S*^ IGF-M-59<7)±i5fi«m^^i--t^#^^^^^>o A"f*W*«>HI 

^ffPM^-0^^{4IGF-l75 s M^-LTV^C:i:^^$tL-CV^ (ge#jfr£lR6) » 
[0 0 0 6] 
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ffimmnmmtmmzfizzt (&<&nxms, &m&oNL9* mtitiMi o) , &t 

GF-IRtfrfcti, hnyy^^iim^^i"^ Mti»«4i 

[0 0 0 7] 

hIGF-IK**1-S#fc# (JKhlGF-IfifrSO tttli, sml.2«^£ *LTV>S (# 
#Sr^tIfcl 2) o sml.2(4, hIGF-IIt40%Sj£o£MRJ£ttft*"LT^&i fc, 1-2/ug/m 
LOiftJg-e^^^^ >:/n y x-f >?&K J: «5 , lOOng^hlGF-Ift^ffi'BTltE-^&S i t , 10 
-30 g /mL<^iftE-e20ng/mLOhIGF-I CUv^ J*if$3t^,MlfcBALB/c3T3?>ig?fift 
Sii, **^ib^i:*-=.TV^ (MXtl 2, 3) o 

[0 0 0 8] ' 

•e-tfJflU fi£hIGF-IfiL#t LTtt, Val 59 -SmC121>& s & •) , fdfrfcfi, th^f^'J^J: 
IftilGF-II b it RJEB L £ t , hIGF-I <D 10 ~ 12# g ODLeu-Val -Asp ft-g-tf^7"f-Kft SS& 
f^ifc, 125 I-hIGF-I=SrfflV^9y^'f Ay T^'ftli, lng/mL^hlGF-IO^mjgJK 
ft j^Lfci $*L-CV>S 4) o 41/81 hIGF-IIt t43%ORJfct£* 

^LTi3>9, 125 I-MGF-I*fflV*fc?5;!i->f Ay Tyfe>f T?t4, lng/mLOhIGF-I^ 

fcffiJSftftjF"* (iMHMtlRl 5) o 35117*4, \dGF-IIb0.5%mBL<D&MKJ&&**iL-C 
V^ri, l^g/mLOiftfitCO^x** >yn yx'f V^ftfcJ: «9 > 1/* gOhlGF-Ift^ffi 
T>Ttfe"C* * it, 12 ju g/mUl±0»JK-ChIGF-Ii- <t S v ^ ^i^lf ^*ffl»BALB/c3T3<75ii 
Jfifc^fcHW*-* it 30// g/mL<0*J£-Cl a* g/mLOhlGF-Ifc: £ ShIGF-IRO iB V >M6 
ft ft Bill's it, 125 I-hIGF-IftJBW.::7^*^ O.lnMOhlGF 

-IO^ffi^JKft^i t^M-£*LTV>S (»tttl 6) 0 BPL-M23J4, hIGF-Ifctt 
LT10.5 litres/rawlOfiteMtefc^U MGF-IIJ3 £ins W V * 

*lW0.8%:i3im).000l%<9^&J&14ft^-ti t, ^3r, 7**, fc7S>, <7 v, 7^ 
OlGFiitlRFSttSr^i-^ 9 v «fctf^*<£IGFt {4RJ&bfc^i t, 7^IM 
fi K*J"f 4 hIGF-I HiS fllfl*^^ ft WJi" Sit $ tLT S (^#IWCj& 1 7 ) o 
7A1, 1B3, 4C1, 5A7f±, blGF-IOCSS il^DK^ 4 ^O^fcS^fcf h -?*4rMrt"* i t, 
hIGF-IIfcti^*L^*t6.6%, 0.83%, 12%, 1. 2%<0£&RJSt£**F-*- i t tLT V>S 

(#4MM:fU 8) o 3D1/2/K4, is Y&XZF^fr^y Y OIGF-It ttRJB*^**^ 7^ 
vj/^^IGF-ItfiRfkL&v^i t, hIGF-IItt4, 7%tf>3cMRJ&ttft/Fl"i 
t $ *iT v> S (*4*|fcfcK 1 9 ) o 
[0 0 0 9] 

ftS&fcfc hIGF-IIK:fr^S#vfc (SthlGF-IIffiflO S1F2**$|1#3*L"CV>* 
o S1F2J4, hIGF-IfclOX3gEOX3SR(Stt*^rLTV^ifc, l^g/BL©»©fx^^ 
yyn^fr/^ftCi:^ 10~100ng^hIGF-IIft^ffi"Hrtt&T~£>Si t, 100/zg/mLOit 
Jg-eiOOng/mLOhlGF-II t i^t h jUS^M WDNA^^gtt^ffl ft H** Sit 
t^oTV^ (##ff:fcM2 0, 2 1) o 2H11, 2B11, ID5, ID914, hIGF-II 

b K1B hIGF-I fc J4RJS L Jfc v> i b , tt^»*^ft«5feffi (»T\ ELISA t ^151" S ) 
H J: «5 , lng/mLOhlGF-II ft ^M^m^hh i fc ifim& $ tLT v^S (JRfWXIR 1 ) o L 
t'&^'b, itnb(0^#«^w|5a«tc^fflT^Si t{4ftit>tL-cv>*v> 0 
[0 0 10] 

Hgf^xy^l 9 9 6^12^fp3 0 
[*#WP±M2] Nature Reviews Cancer, 2, 584-593, 2002 

ms&VficM3] fmmme, 149-155, 1998 

[##?F5:m4] Laboratory Investigation, 82, 1377-1389, 2002 
[#tirM5] Cancer Research, 58, 3353-3361, 1998 
m^mXme) Cancer Research, 54, 3732-3737, 1994 
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[&&f?XW< 7 ] Cancer Gene Therapy, 7, 384-395, 2000 
l##fp^:i^8] Cancer Research, 54, 5531-5534, 1994 
l^^lr^difc 9 1 Journal of Clinical Investigation, 84, 1418-1423, 1989 
[^#fr^t$U 0] Breast Cancer Research & Treatment, 22, 101-106, 1992 
[&&WrXWtl 1] Biochimica et Biophysica Acta, 1332, F105-F126, 1997 
[^#W\£:i§£l 2] Proceedings of the National Academy of Sciences of the Uni 
ted States of America, 81, 2389-2392, 1984 
[#M#W\£l§n 3] Journal of Clinical Investigation, 99, 2961-2970, 1997 
l^#frJCfifc 1 4 ] Journal of Endocrinology, 125, 327-335, 1990 
m&Wf-XWt 1 5 ] FEBS Letters, 149, 109-112, 1982 
m&VfJiffltl 6] Hybridoma, 16, 513-518, 1997 

W^Wf-XUkl 7] Journal of Molecular Endocrinology, 2, 201-206, 1989 
mmVfJCffltl 8] Hybridoma, 12, 737-744, 1993 

WW&JCWII 9] Journal of Clinical and Metabolism, 54, 474-476, 1982 
bM#W\jtlR2 0] Diabetes Research and Clinical Practice, 7, S21-S27, 1989 
lfEWfFXWl2 1] Endocrinology, 124, 870-877, 1989 
Mftr^tSU] #P^5-252987-f 

mmtm®: LXvt-tz mm] 

[0 0 11] 

mm % m&z* z>tzt> o^m 

[0 0 12] 

(1) A >XU >WSH^--I(IGF-I)^J;t>M U >:»j££H^-II(IGF-II)OJSte* 

(2) mTo (a) ~ (e) DStf^i, cd niam^mwajo 

(a) IGF-Ii3«tt>lGF-IItC#mfi*I«^L> IGF-I33 £ tflGF-IKZJi&Bi fit 

(b) IGF-I U IGF-IOfS14^Pfl#i-^>^ / » : ^^^^®f>T'> 
GF-II K#HlftK£r£-U IGF-II<Dft&*m&1rZfoft*tzteffifeMfr*&tri&J&® 

(c) IGF-Ifc#*»K«'&U IGF-IOtettSrffi^-rattlflttfeli^iffr. SJitn 
GF-II KWm^K^L, IW-II(»fe&*mgtZfoi£*?zk*fofoMKZffi.fr&t>&X% 

(d) iGF-ifc#j*»K«r'6-u iw-i<Dm&*m^i-%m£*izimfcMfr. axm 

GF-II fcttfcttfcilfrfrU IGF-IIOfS14SrRS#1-**Ft#t/:{±^L#ffifM-<0^# 

(e) ±E (a) ~ (d) <7)v^*L^^HP£^£^^'fc 

(3) fitted >> ^n~-?-;vgQ#-e*^ N (2)fciB1ft<0MF#Jo 

(4) *y ^n-f-;Vgu#^ K-VKM1468 (FERM BP-7978) K J: «9 £it £ *l£ 
Su^-e* 4 . (3) KBMfc© ffi##Jo 

(5) SEfleWM"**, Fab, Fab*. F(ab')2. (scFv) , -*fMfcT««* (Diabo 
dy) , ^;V7^ V&fcim&m® (dsFv) *5 < KtfCDR*'£tr'*:/*- K*»fc 4 

»£ *L£fii#»f )t-?*&> (2) ~ (4) OV»-f *uWl|Btt<0ffl##Jo 

[0 0 13] 
[0 0 14] 
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*mi<omm&m&m<o-%Mfr\*, igf-i^ x oqGF-n<^i$£ifi«i-£M-?&tL 

[0 0 15] 

IGF-I#J:tnGF-II<^tt£ia#1-&t/«i^ #-<Dt»Sf-e£>oT «fc < , 3S$t<£>*K 
[0 0 16] 

IGF-Ii3 «fc r/IGF-IIOfete^ S#"t-^%® t LX t±. 

(a) IGF-IiSi^IGF-II^^m^^^L^ IGF-I& J: O^GF-II^MlSrM-f 

(b) IGF-IK^HtfjK&i^U IGF-I<Dffi&*m^1r&fofa-£tz\t%iteMfr, ££0^1 
GF-II K#HlftK*j!rg-U IGF-II<D®1±^|51S^^^#* ^li*nL#»fJt^#tfMt» 

(c) iGF-n-#Htfn;:j^u IGF-Ico^s14^la#-r^*^:#t7 , i{i*^:«>^-^ &±xjn 

GF-II K^HftKi^U IGF-n^®tt^ia#i-*^#^ ^^^WJt^ffl^fe-frT^ 

(d) iGF-iK#fiiftK3ii!r£u iGF-KDm^m^-r^^t tzimfcmfr, 

GF-II K^HStlK^U IGF-II<^tt£IS#1-&#t#li: ^t^#Wt<«lHfc 

(e) ±15 (a) ~ (d) cov^tL^fc^^-^^^-*^^ 

[0 0 17] 

±m<D riGF-i^iOTGF-n^^^Piw-r^j tn, iGF-m xmGF-iu^-t ^^-t 
tifrom&zmm-tzz t£v^^ ^a^nsi, iGF-i&itnGF-n^-t&^Mat 

[0 0 18] 

*§&Wr*fcm-£ti% [IGF-I& £mGF-IUzmm<3K&&L, IGF-Ii3 itflGF-II^ti 
ZU^lT&tiifcttztetjlfaMfrJi tit, IGF-ItIGF-II<^M^i^#*e<]l-^L> fr^IGF 

i& xxf^mmiGF-iiK^-t^^^ h -zfzmm^&Sn.fcttztetiifeMK, igf-i** xx? 
igf-ii <D$.im& * nm-r zfcfettz itm^-m >t & ^ *»* *f e> ti & 0 

[0 0 19] 
[0 0 2 0] 

ttz, ±m<ntfitt.*tzi±fofem)iK^ [\> v&ft-<omw<r>%m\ . raifc^wxtfc 

[0 0 2 1] 
[0 0 2 2] 

„ hlgt^SB-r*) CJR-*-*Li£v>*4* feO-Ct «tv^ s . MgG* 5 *0 4 

„ 3&fchIgG*9*fcJR-*-ahIgGl* hIgG2, hIgG3> hIgG4t v>o 9 XOV>-f*L 

[0 0 2 3] 
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[0 0 2 4] 
[0 0 2 5] 

t: MlCDR^fll^ufltoCHfc Ltli, hlgfcJR-f tttfv^fc* & ©T* & <fc hlgG^ 7* 
$ fcfchlgG* 7^.^JSi"^hIgGK hIgG2, hIgG3> hIgG42: v*9£:-g- 
o 

[0 0 2 6] 

rtfc3PfiEl-*#b#t±, flllxJf. t hs&ISJfiL'J ^JfcfcJMIU EB7 4 if fci&SfeSi*: 

BfflJia*' f>llL fcSitfM*^?- * 7 r - v^itfgi 1 At" & £ t K X *) FaK scFv& if Ogt 
Mjtt7 7->^Ii:iI$t/;7^7'J-ti|>Jo «9>f 7*5V- J: *K SfclK&H 

j&f t l £»® Ktt-r % te^stt t t l r soifc® * #-r * #t#®r;t *■ 

[0 0 2 7] 

68 (FERM BP-7978) ^^E/^n-f ^fcvf£KM1468, ffeti, hlGF-ItcEJ&U *<J 

40 %hIGF-II K i 2fi!iSRJ6-f" & JnlhIGF-1 ^y^n-t ^gtfltsml. 2 (Upstate Biologytt 

[0 0 2 8] 

riGF-Ifc#*Wfc:*t'frU IGF-Iomtt«:ia#i-*«L#t^:ttgi:flt»ffr, ^.t^IGF-II 
[0 0 2 9] 

::t|v^ riGF-i£#&8jfcj»£-u iGF-i^fStt^P^i-^^^Ttti^lff^J 

#l#:£v^ v<7*IGF-l (&>TmK2F-Ih&&1r&) fctt***M£t?*aAF791 ( 

R & DttSD , H MGF-I (JSLThlGF-IfctfeSB-f*) ^> ^ y * n - ^- ;V0t;#t?* & 56 

408 (R&DttSD . M23/ILG1-001 (Biogenesis^) % i?&$>lfbtiZ> o 
[0 0 3 0] 

riGF-IIH#*W*w»#L, IGF-IIOffift«:EE#1-*fiLflt*felifii;#WfM-J tti 
, IGF-inc#^^^^-t*^ IGF-nc#^K)^^L^V^ (^EW^^) 

miE# 2004-3085806 
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*v>v», Wz.tf, mIGF-IIJ-W-r*Suflct?*SAF792 (R & Dtt«) ^ hIGF-II fc*H-*-=e 
y ^n-±;Hfr|fc-T?&&SlF2 (Upstate Biologytt*) & ^3&»*»f fetL*o 
[0 0 3 1] 

ttz, l"IGF-IK##llftKiHr£U I<ff-IO®t£fcffi#1-*ft#tfcttft#Wffi\ *5j:tf 
IGF-II £4W*»fclfrfc'U ICff-IIOftttia^i-ittfr^fcttfiLfltWM-**.*^*?*^ 
fcfciftJ&f&J tli, riGF-Ifc*m»fc*&£-U IGF-I<D%i&*m^-t ZffifcttzlttiLftWi 
JtJ i^-trSUfc, riGF-IIte«fc*8»fctt'frU IW-II<Dm&*m^-f fcii&fcffi 

[0 0 3 2] 

riGF-IK##llftKi?££-U IGF-IOSttSrffl#i-*fiL'»*fe*±fiLfr»f>T-> * J: tflGF-II 
GF-I<Ditte 4- ffi#"t * SM£ * {±©u#®f ^-f frfr £ * IGF-II <Dm& £ B«t S SM* * 

[0 0 3 3] 

[0 0 3 4] 

[0 0 3 5] 

ft¥&}iZ&&2*tZ>±&i: LT&i, -aS^^^4N-succinimidyl-3-(2-pyridyld 
i thiol) -propionate^S-acetylmercaptosuccinic acid anhydrideft b*<D$&^M*ffl^~£ 

[0 0 3 6] 

flt* S v> ttttfltW Jt 4 1 1^:bti& -xm *U£ , v> tf» ft S ^&-e & ffl v> 

. raS<7>scFv£itSft U >*-«r^U"Cfe'&$*fe^ ; f-, -®«<93frffcFab' Iffit&il 
^ftV >*-t^LT»^$*^ r.«|g<Z)scFv*N3|d»i:C*5ftK:m*&LfeFc]»^ 
gSf, ZiaSIOscFv«:5tttL^:Fcit^SeRO^-rn5-^ diabody> diabody**N*3g 
4 VM± C L Jt Fcife-^S a K ft £ tf* * If <b tt £ o 

[0 0 3 7] 

IGF-1^5 J: l^IGF-II KH&SWKilfrfrU IGF-I& X U ! IGF-II<Dm&*m.&ir tz& 

IGF-IfclNlWfcft'frU IGF-I<^1££l£«1-&3ft#£ fcl±tfMWSffi\ & i If IGF-II 
#Hlft fctt<fr U IGF-II Ofetefc l5E#i- affiflc S fc litfcflcBfJt **tr «l> 
IGF-IfcWJW&fclfrfrU IGF-IOYg'&^Mi-^irL^^^titnl^ifM-^ ^it^IGF-II C 

#ni& tciHf^ u iGF-iiostt * M-r s stflt* tz \tmm?\ * jb.*^*>*t ft & & 

1(^-1 fc#*«JK*S£-U ICT-IO«te*lfi**aft#2fcW:&#lfr>K *3J:OTGF-II 

u igf-ii <^®tt ^ mm-r hfcfettz \±mmn t <«^#> 

[0 0 3 8] 

*«*tfe>tL*o nktt&m&Ttm. fettvmm. usttvmm. m&f&zomfrf-ti. 

ffi|iE# 2004-3085806 
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&-%m (tt#i*xn. *A»ti, 1994) , ifisif^iiv^m 

[0 0 3 9] 
[0 0 4 0] 

[0 0 4 1] 

UcimHfix*fcUTt±, 131 I> 125 I& WfclfbtU Wxlf, ^o^VTfe^W: 
J: f)»^*^^t^^o 
[0 0 4 2] 

fcfcfttNfcifctt^ 1996) s tfcttM Kna-f/'A 7*VK^7>4^rn 
4 KSU 7*l£yy, -f>K^^V>4 if<DWZ fD>f K?pJ> K ^-~>7 

^>#Life»&, gfiUI^^^ 1982) *W**ffe*t*« ^^^> 
> b$L#.i:1ft&Z J &Zl3&t LTti> ^v^-;V7;vft: K^fC^^^^^ ->y >#l 

[0 0 4 3] 

lin'JFA lf9>3#U*r-, Kn*S/7ntf;V;rf U ;V7 3 K&^&tffctL* 
o t*tibOT*^^%*tt#*fe*±^WffrlwiK^$^aifc^J:^, (1) fl^KK 

ft, (3) %&B&<om9t, mfcn$LV>nm, *t* {/u 

y-ni„ a n , mnmm, 1993) 0 PEGtstfrt^^-****^ lti±, peg^ 

1993) o PEG«#Pfygfc LTi±, 'J^VOe-T^ 3ls<D$£fflffl (#§§0861-178926) , 
TW?*yW&ZV ! 7*'9 - y^(DiJ)\y^^r 9 y^<omMn (#<&BB56-23587) , T;V 
^ y (7) ^ 7 - yV &<Di$MM (#M¥2-1 17920) tk&P&lfhtl&o 
[0 0 4 4] 

*y2, MBtiSjt^^n 7 r-y 3 n--j|B|«tH^ h o 7 r n--*J* 
m ^ ^ w y?~uj 2ry\2%t*tfhlfbti&o ttz, fciffllft 

tiLfcttzimtt-Wift**- K-t-acDNAfcSSKfca- K"*"* 
^ _ tr ^X L , SClfc:^ * * - * Ktt&tt * £ ^ W: J*® A1" * C t «t 

[0 0 4 5] 

tHiE# 2004-3085806 
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#3PJ^ffi$^&ffi#ifJf t'LT(±, Fab, Fab\ F(ab') 2 , scFv> diabody, dsFv£ 
[0 0 4 6] 

Fabti, IgGM^^^MSK^MS^xM >«SLT#ibtL^»f^^^*> (H#I 
[0 0 4 7] 

#!£iETM£ffl$ft&Fab{i, >t«lt#^i:^i 
& 0 ^#<7)Fab^3- F1"&DNA£J!I^Mlffl#S5i'^ * & v*}2|M££TO 

%m.^9 9-\~W XU ^^^-=SrM^%^^v^i^»^A-r^^ fcCi <5SI 
Fab^^ifr^^fc^-ei^o 
[0 0 4 8] 

F(ab')2t±. IgGa^#^?-^^a«^M*^^v>-C'ML-C#ibtL^^fM-Od*> ( 
<Z>234# 107?; mn^W $T £ *t & ) > Fab^ H > vM© v ^^7^ F**r£r * ft 

o 

[0 0 4 9] 

*^^ffl£*i&F(ab')2{±, tfL#^^e«^»^^->>-e^SLr#^>c:i:^ 
T~t& 0 £fcl±> TSa^Fab'^^^^-x;V^*^v^iv^;i--7^ F*t^$-£, 

Fab'fi> ±ieF(ab')2<^li>> ? ^<7)> ? ^>'V7^ K^^r^Jif L7t^S^j5^0tfLJ®^ 

[0 0 5 0] 

^We&mZti&Fab'li, FCab'^MTcSilv^** W f-;^lLT#^it^ 

M^^M^m^^ 9 - i-tf A U R"** * - *WM&M*> £ Wi^^^SA-f^ £ 
ill' «fc Fab' £1^1- & - 1 £ &o 

[0 0 5 1] 

scFvii, ^(DWtl^VLLZM^*^-??-}^) (mT, Pt^IBi - ^) 

TitlS L , VH-P-VL£ L &VL-P-VH* 0 U ^ ^ f- FT% tftJUt^lii £ ^1" & *n/fc©f tf"C 
o 

[0 0 5 2] 

^^-CMiffl$tL^>scFv(i, $fL#:<^VHj3«t F-t^.cDNA?:15l#L> scFv£a- 

F1-&DNA£#fg U !£DNA£M^»ffl3§iI^ 9 -* & v*l±Jt«*M&fflim'^ * - 

FvSrM^I" £ £ £ % %> o 
[0 0 5 3] 

diabodyte. scFv^ZLS^fc L^^BfM-^, ZLiBOSI^»'fr®tt** , t*tt#]>fM-"T? 

na^tiSo $ diabodyli, %iW<DW& X U^VLS: 3 - F"T * cDNA 

U scFv£ 3 - £ DNA3r 'J>*-©7 5^ ^Sfi^J Oft $ ^8^SJ^T 4 & £ 9 
fcfllfSU ^DNA£M£M#§3i^ 9 -%>Z>Wt%m*EMm%i3&^9 *-KJ¥AU 
m§tm^9 9-ZWM&.m$>&\<*temm!kW'^mXlrZZk\ l z£ ^Ht^^ diabodyfc 

[0 0 5 4] 

dsFvli, VH^ iOWLfO-ttLWl ^ISM^r^ >iit:fJllfc^'J ^7 
+ V^m^ATJ >m&m<D s JKJ\>-7 4 Fig^ *4hL 3 -£ V» ? o ~>*tW 

>MMt^7 5 ym^*i±Reiter^^«t i)^S*Lfc#£ (Protein Engineering, 7 
, 697-704, 1994) Cfot, ^(O^LWm^UK^^xm^f Z> £ fc^TS *o * 
f&I^THgffl$*L£dsFvti> tltflc«3YH*J:0 r VL*3- F"T *cDNA«r^# dsFv* a -K"T 
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10 0 5 5] 

CDR^-^-fr^^ Kti> VH3: *:teVLOCDR<7>4>& <.fc *> 1 ffii*J!sLt 5 Sr-£X"Cfl&&£*i«*o 

fc ^-C £ & o ^mX'&m £ *L&CDR£-^tf ^if- Kfi% gu#<DVH*3 X tWL^CDRfc a - K 

AU tt»»^^^-*«*^«**^t±J|fl[fe«f^A-r&CfctJ:0»a«*, CDR 
*^tr^*/f- K £&X%2> 0 Sfc, CDR^-^tp^^ Kl±> Fmoc& C?/!/* 

&j&mKX-oXM&-rzzbi>-e&2>a 

[0 0 5 6] 

**WCttffl*^*Su#* fclifiuffWM-tt, ELISA (Antibodies: A Laboratory Manual 
Cold Spring Harbor Laboratory, Chapter 14, 1988 ; Monoclonal Antibodies: Princi 
pies and Practice, Academic Press Limited, 1996) > IGF-Ii3 «£ TflGF-HK X 2>MW&M 
JtCJtt-fftfi^fiHt (Cancer Research, 48, 4083-4092, 1988) 4 Ztm&tZ i t X 
Y) , in vitro T^IGF-Ife £ &ifrfrfe13u IGF-I* J: cnGF-II<7?«14£IS# 

-T & Mr** i 1 7&*-e £ & o 

[0 0 5 7] 

:£&93^tt/B3;ftS&#tf>— o-?**, IGF-I& i tHGF-in**£^fi*n::£§^ L 
, #>olGF-Ii3 J:inGF-IIO»tt*Bi#i"*tt#*fc»ilft#llfM-Oft»*ft*^^K^ 

[0 0 5 8] 

(1) fiuMOWH 
IGF£ a - K1-£cDNA£^tf§l3£^ ^> 

Mx.MIGF®6«&#> itL«rgujR^v^Sifc**-C**o &£v>{± 

o ft^iiiiSfiKOTK^^saWH^ ?9 -'W* (Genetyx Mac) * 

[0 0 5 9] 

tL f, *■ lii*^- ib*t Z> ttzli"ttlb^mZZ>-Jj&!<ZXoX&J&1-Z)Z- 1 tfX § & 
(The Peptides, Analysis, Synthesis, Biology, Vol. 1, 1979; Vol. 2, 1980; Vol. 3 

, 1981, Academic Press; MoStt^, 1985; ^IMIgn a q<ail^ ^ 

14 F^flU MJWWJS, 1991; International Journal of Peptide & Protein 

Research, 35, 161-214, 1990) 0 li^f K^iMv^iHt^o ^ 

^•f- K-6-Jft«»C J: &^-fi- Y<D&tiu\±. mWWfmM^^- K-frJ&EU Applied Biosyste 

ms, Inc. It (m~T\ ABItt 2: ^iBi" & ) K^^f- K-MH*, Advanced ChemTech Inctt ( 
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aifc^KL*: N«-Fmoc-T$ ym^^V^i N « -Boc-T < ^ M% bZRl ttL-ftl©^ 
7°n ^ 7 A x$mrT & H b % S o 
[0 0 6 0] 

Kfl-fcaafiwrs sm&zv&immi*. mn, tbwmm, mm^ w) . Nov 

aBiochemtfc, »aZMfc¥ (80 , ACTtt^ ti\±^"f^- KW*»f (80 4^5>Aftiit 

a^tfcSKSfe-s"^ **v>li-e-^HID-C-&Jfti-4ifc**"Ci& (The Peptides, Analys 
is, Synthesis, Biology, Vol. 1, 1979; Vol. 2, 1980; Vol. 3, 1981, Academic Press 
; ^^f-K-frJS©»fc'*JR, 1985 ; «EHiPp<0BIS!> #14£. M 

JI|#J3^ 1991; International Journal of Peptide & Protein Research, 35, 161-214, 
1990) o 

[0 0 6 1] 

(2) wtm*>itMtffitm£Mfonm9i 

[0 0 6 2 ] 

3~20jl^-<^^">^t f;tt7 y h fc, ±IB1 (1) tMW»LfcSLDK*$&ftU -e<9»<7> 

ML >;>^> 5fcflHfiU »)ttMfelil&«r»R't*o *SEt±. tt^^ST, WRrtSfc 

tiJiftJ^F^ Hift ^ £ T 5> ^ > h b i> KfoWL * ^HS#i- JiiCiOfr^. 7Va^> 

hfeLTtt,. 7a^>KO^i7^i^>h (Complete Freund's Adjuvant) £fcte>7fc 

(JSHT, BSAfcOT-r&) ^Keyhole Limpet Hemocyanin (J*1T. KLHh^fB-r&) & if 

ffl&<0$&m ~7HBCfta«lW©IDUS»JR«*4VM±*»IRJ:iJ»JllLU Mtlt 
fflv^hlGFKtt^SRJfcl&fcELISAfc ireifcBU *<Z>]fiL»#+#fcft#tiIi**5 L/c? «7 

fcv^;* $ ;fcti7 y Y X *)£;%a<V'%& (Antibodies-A Laboratory Manual, Cold Spring Jl 
arbor Laboratory, 1988) Km tTMM: if £#§ffl U &#m£*IBJ& #«tJ8» £ £16 

[0 0 6 3] 

(3) #ftJMJ&?>fii£ 

ftitt^: LTii, ^^7>^^#^^mb»-e*^>8-T^f^7->lf-tt#aja*ffl 

I&8cP3-X63Ag8-Ul (P3-U1) (European Journal of Immunology, 6, 511-519, 1976) > S 
P2/0-Agl4 (SP-2) (Nature, 276, 269-270, 1978) „ P3-X63-Ag8653 (653) (Journal o 
f Immunology, 123,. 1548-1550, 1979) . P3-X63-Ag8 (X63) (Nature, 256^. 495-497, 1 
975) in v^ XMW%m%^mmfflUX$>tltt^fr%Z> i><D-?j> X^o Ztib<D 

MJ&fa<D^m&£V l B.ttfc<>^Xi*2;%a<Dj5fe (Antibodies-A Laboratory Manual, Cold 
Spring Harbor Laboratory, 1988) fcf£v», *nj&Ii£-l$ 3 T^r2X10 7 'fi^±OfflM^ii 

[0 0 6 4] 

-1000 (JBTF\ PEG-lOOOt^IBi-^.) 4 £©JH]»**tt*W**iJn*., HBflS ^ 
tt+fcflSS-ffco HBJ5&tf>8fc#fcl±Modified Eagle's Medium (J£1T> MEMtf^gBi"-?)) *fc 
t±Phosphate Buffered Saline (BIT, PBS«ffi-r£) fcif&ffiv**o fl^MSr 

Jtife [RPMI-1640^%^1.5mM^;V^5 50,/M 2-^ "/ h ^9 J 10// g/mLVx 
V*^>f i3 £0*10% (&T> FBSt^lB-r^) fcinx.*:**] KO.lmM 
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[0 0 6 5] 

l5L4v>t>//i/^MtSo #cv>-e, R##JRftfcJ: •)¥— JWteffcfcffv*, ELISAHi 

[0 0 6 6] 

(5) a^'J K-v©iSi 

t/thlGF^y ^xi-i-^^m.^fh^^T^) h*--?<DM1Rte, <kto<»-)5te (Antibodi 
es-A Laboratory Manual, Cold Spring Harbor Laboratory, 1988) K$£v\ JilT^^^S 
ELISAKi Qffio ZftbcD-fimizSL i)> & ffihlGF*^ fiiMGF CDR^fitflC 

# i fc 14 tt <b 0#L«if «r m^i" * ^S3£#M*<7) Jg*±Y# *\zi?ZtL& tnl#& * v> tt f 

[0 0 6 7] 

ELISA 

ifcl!£965 l tELISA-7 p l'<- b fcHfe-fbU M^'J K-Tfc 2f©*|*±»*»v>l±*»»Si; 

UEfeH^o l&Hft#RJfc$L /Wf«ILT$I»at 

[0 0 6 8] 

K-vKM1468(4 > f|14^3fl26 BftW"T«tflrff SfcjfeAMmS«^«f^0f # 
> * - (tISo < MjjUT B 1#% 1 6 3 0 5 -8 

5 6 6) KFERM BP-7978fc LT^K$tLTV^ e 
[0 0 6 9] 

(6) ty^n-twoffii 

0.5mL<7> (2, 6, 10, U-t Y 7 9 7*Uy) ^IifiS4L, 21 

BlfiWLfc8~10a<frOvtf*$ fctts- Kv^^C, l (4) ^#<b*Lfc#ihIGF^y *n 
— f^ff^^^ru K-v«5X10 6 ~2X10 7 «/E«:IIJ^I*l^ait-r2)o 10-21 

j£'C*fr8l> 40-50% t&ftffiBfeT^-^AKJia&tff, * ^'J ^KifcR^ DEAE- -k7T 
n-X*5A, >A-*?A*4^li^n77>f VGSL2000 (^b^X*=tt«) 

[0 0 7 0] 
[0 0 7 1] 

&ife<D*)-7?7X fcti, ^^^flWT^y^^T'Wit^ ^?*-?{4, IgG!U IgG2a 
% IgG2b> IgG3, H>-C(4. IgGl, IgG2. IgG3, IgG4**&*f *L& 0 
[0 0 7 2] 

(7) ^^^n-^^fltOMttffflB 
(7-1) hlGF^j&^flmiFflj 

121 (5) 0>ELISA:i3 JaX^mS^^X^-y^m (Journal of Immunological Methods, 145 , 
229-240, 1991) %k*K£ ^I£t^iU ? tlS 0 hlGF^S J: tfhlGFOfflfl"*-/?- 
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K ZM ^ ^f^ELISAK X , hIGF t <D$.m&& X r>W.^ M \> - * l&ffiir Z>^t &X 
fe^ifiMfem* UTll, #Ux.(f. «mfcl*OTOK*f-t&ELISA*£ 

t^^W^^^LTV^v^ra^^^R^^^^ELISA&T^^ffV^tL-C'fc J: < 
[0 0 7 3] 

*»WO«t#tt, *«ffrett«iJfett4fcl±*'frBLISACJ:»), hIGF-IIfc*ti- 
fc hIGF-I W1- 4 tZ^i-Zin,®.* Mft-t Sifct:i^llt4iH J -elSo 

[0 0 7 4] 

£ fc, hIGF^#ttftii54*^i-SWil&=l*t*f-r *^#*«tlti-* £ * *K la vitrofc 
j3 ^ £ hIGFOfSia *• IB** * ®14 * 395^1- & - t tfX # * « hIGF-I t tz iihlGF-IPfS^lft 

t Ltfi, tib?LM«MCF7 (ATCC HTB-22) , th±M«H 
T-29 (ATCC HTB-38) % Ztf&lfbfl&o 
[0 0 7 5] 

[0 0 7 6] 

(7-2) «|EIKS*MttffHi 
^#Pl#^ttOfF^ffi^t LT&±, Yonou*b (Cancer Research, 61, 2177-2182, 200 

[0 0 7 7] 
[0 0 7 8] 

p> o n f y > * «»« L . *° 'J * n - ;v#L<ffc £ P»f * £ k £ 

[0 0 7 9] 

3. fcHbSbttOftK 

(1) 

SJf ^ 9 * - tt , mmfflBR&M^ * * - h Sl#OCH£ J: 3-Kt5 itfc?- * 
10 0 8 0] 

h #Mtc*>C«J* »i#ife<0 * V #C#OCHi3 «fc tfCLT?* Jii^i, 00 x. If, t h BMP 
OHilcoigGl^y^^^OC^ (JBJTF, hC r lktKIB-r*) £ J: Tf\L Y$Lifc<DLm.<0 k 2 *7 

(mr, hCie tSESB-r*) *^*if^tt* 0 t h smooch* * ma,* a- k 
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[0 0 8 1 1 

-e^^i^^^tL^v^^^^^-C^fflv^vlt^tri^o $lxJ^ pAGE107 (Cytotechn 
ology, 3. 133-140, 1990) . pAGE103 (Journal of Biochemistry, 101. 1307-1310, 198 
7) , pHSG274 (Gene, 27, 223-232, 1984) „ pKCR (Proceedings of the National Acade 
my of Sciences of the United States of America, 78, 1527-1531, 1981) > pSGl0d2- 
4 (Cytotechnology, 4, 173-180, 1990) & iftf&ifb tl&o Iftttlil^^ 9 ~ 

Journal of Biochemistry, 101. 1307-1310, 1987) , ^n^-v?*£rfD.#i<^ )VX(DL 
TR7°D* — 9 ~~ h^V^y^— (Biochemical & Biophysical Research Communications, 
149, 960-968, 1987) , 4 A J ?u >mw7**- 9 - (Cell, 41, 479-487, 198 
5) tx.y^y*y- (Cell, 33, 717-728, 1983) % Iftf&lfbtlZo 
[0 0 8 2] 

ibh^\tn—(o^9 9-±.t<zjf&-f2>9 j ■/ (mT. 9>r&ntmzir2>) <oif%h-c 

Z/7*l*M<7>^. Yiktftffcm&M^? 9 -<ryfiifi$$r i Lv> (Journal of Immunological Metho 
ds, 167, 271-278, 1994) „ 9 >fAl©k YQtifitf&&&M**-9 9- t Ltti, pKANTEX9 
3 (W097/10354) , pEE18 (Hybridoma, 17. 559-567, 1998) tkZtfjblfhtlZo 
[0 0 8 3] 

[0 0 8 4] 
[0 0 8 5] 

vtf *#MMfc^fc££"f S^W^U K-v <): tymRNA&ttfcri U cDNA 1" & o -£-J&L 
fccDNA^r 7 7-yfeSvMi^7^5 Kfc fc*?>^ ^-^n--^ LTcDNA9 H ~f*7 'J 

yfcLTfflV> N VH^n- Ki-^cDNA^^ri-^mmx.-7T-v^^v^iamx.7 p 9X5 Ki3 
«£ t>*VL£ 3 - K-f & cDNA£ ^-T £ mm x.77-^M»li && K * * *U£ 

[0 0 8 6] 

tnftt-by^Afe (Methods in Enzymology, 154. 3-28, 1987) „ * fc^RNA^ "bmRNA 
*WtM-*2fi£fc LTtt, *V ^(dT)@5e<k-t;VO-^*9A& (Molecular Cloning: A 
Laboratory Manual, Cold Spring Harbor Lab. Press New York, 1989) iftf&ifbft. 
2>o >W -/V K-v*&mRNA*PltH-a*7 V t IT!^ Fast Track mRNA Isolat 

ion Kit (Invitrogentt^) , Quick Prep mRNA Purification Kit (Pharmaciattgi) & if 

[0 0 8 7] 

cDNAO^)£i5 «£ tfcDNA? W 75 'J -ft*& LTti. (Molecular Cloning: A Lab 

oratory Manual, Cold Spring Harbor Lab. Press New York, 1989; Current Protocols 
in Molecular Biology, Supplement 1-34) , & & V* ii"ftT|R«0 y K 0!lx.tf> Super Scr 
ipt™ Plasmid System for cDNA Synthesis and Plasmid Cloning (GIBC0 BRUM) ^ZA 
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P-cDNA Synthesis Kit (StratagenetfcSD SrJE^&^ftft if^&lf h *l* 0 
[0 0 8 8] 

cDNA^ W "^7 V -©ftS^IR, 'W^U K-v^Pjffitti LfcmRNA&lfriSi: tt^L/; 
cDNA*JB.*&tr^«^ S?cDNA£ *--C**UfVVd»4* i><DX~i>m^ 

5:tjf?|S, ZAP Express (Strategies, 5, 58-61, 1992) , pBluescript I 

I SK(+) (Nucleic Acids Research. 17, 9494, 1989) > A ZAP II (StratagenetfcSl) > 
AgtlO. Agtll (DNA Cloning: A Practical Approach, I, 49, 1985) . Lambda BlueM id 

(Clontechtt*) > AExCelh pT7T3 18U (PharmaciattlO , pcD2 (Molecular & Cellul 
ar Biology, 3, 280-289, 1983) fci^pUC18 (Gene, 33. 103-119, 1985) £if?>-7T- 

[0 0 8 9] 

mm t LTli^cDNAy 5kM& Z § & *> <D-?$>tl\2^fr%2> * 

(D-e^fflv^ i t>& $ -e# -i>o ®)xJ£> XLl-Blue MRF* (Journal of Biotechnology, 23, 2 
71-289, 1992) , C600 (Genetics, 59, 177-190, 1968) , Y1088, Y1090 (Science, 222, 

778-782, 1983) , NM522 (Journal of Molecular Biology, 166, 1-19, 1983) ^ K802 ( 
Journal of Molecular Biology, 16, 118-133, 1966) *3£tfJM105 (Gene, 38, 275-276, 

1985) %¥i>m^htl2>o 
[0 0 9 0] 

cDNA^ 4-?<7V—frh<OV.y \>\¥*<0%ty<F>ffl&<rm& X UNI* a - Hi" * cDNA^ n - > 

«f -TV a WiT"?-^ • -? y ) ?4 -If- v a y& (Molecular Clon 

ing: A Laboratory Manual, Cold Spring Harbor Lab. Press New York, 1989) *)M 
Rt5ik**tl4. £tz, -7 J A v-^HU mRNA^<b^L/ccDNA*^V^±cDNA7 
A ~f*7 V — fctlfi&t Lt, Polymerase Chain Reaction (£1T\ PCRft i: Effil" £ ; Molecu 
lar Cloning: A Laboratory Manual, Cold Spring Harbor Lab. Press New York, 1989; 
Current Protocols in Molecular Biology, Supplement 1-34) izX *) VHi3 X t^VLfc 3 — 
K-r£cDNA£i3SH-&£i fc"C£&o 
[0 0 9 1 ] 

JilB^ffim: «3a^**tfccDNASr, fcSfcWRHMIH^SWaU pBluescript SK(-) (S 
tratagenett§£) £ if <D ^7 * 5 K^^-fc^n-^V^U iI#/B v» *i* :&*ie?iJ 
$S#f:fr&> $Ix.if^ ^ft^f^ft (Proceedings of the National Academyof Sciences 
of the United States of America, 74, 5463-5467, 1977) & if ^RlS&frv^ &3fc@E?!] 
3 «fr5fr*f ^SABI PRISM 377 (ABIttffl) ft if * M V» tUft & CL -CSKcDNA© fc 
Z^ai"^- i:^^*o 
[0 0 9 2] 

<7)^T ^ y ^Sfi^iJ (Sequences of Proteins of Immunological Interest, US Dept. Heal 
th and Human Services, 1991) hitRtZ £ t\zt y „ TO L cDNA^ifc 0/:Mv 
^7^;viB^J%^t>^#^VHi3J:U f VX^^ftT5 ymSB^J^3- K L-cv* 
£ i: t5*1? § & o > ^ ^ frffltf) *-£tr$ii£<DW& £ tfVLW^fc T 5 y &K?!I CRLT^ 
gt^flOifC^^VH^irFVLco^T 5 J ^SH^iJ (Sequences of Proteins of Immunological I 
nterest, US Dept. Health and Human Services, 1991) t Jfctfci" & £ t C J: >9 ^ 

7**j3lSii#fi5o VH^iCFVL^CDR^r^ ^miB^J^ov>T BE^Ofiu 

#«9VHi3 itFVLOT 5 y^lfi^ij (Sequences of Proteins of Immunological Interest, U 

5 Dept. Health and Human Services, 1991) h&&+&Z. tKXv "CjlfcB-t £ # 

6 o 

[0 0 9 3] 

VHfeitfVLO^fcTS /WJ^ffl^ttttOf-^^-^, SWIS 
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S-PROT^PIR-Protein^ifiC^tTBLASTfe (Journal of Molecular Biology, 215, 403-4 

io, 1990) %t*<Dmm<DJ®m i mkm*ft^. E?ijofrmi±£i£f*i-£-^ s "^*° 

[0 0 9 4] 

±IB2 (1) Kfflmo K ^ IbSt'fcl&Slffi ^^"-<OU tft/ffcOCHiS ± tKL£ 3 - K"T 4 * 
{S^-Wi^K. t: hmnwi&^^irQ^OVHiSiim^n- K-r&cDNA£*n-~>^U 

mn t \l y ^l#och^ j: traps' ^mojtufeE?g t ^ jft . *ojia ^tviiisxoe 
iikiB^j^iBiSft^^ri-s^jftDNAfc-etL-rtLitttL, %ti?tt*±.wZ2 (i) Kiamo^Mb 

g&o itz, * y &ft<o®m<vmfc<DWi3 xxnl**- v-tzcwkz&t?'??** Y**m 

H£ itWLfcs- K-f ScDNA^ifiMU *ftf^4r±B2 (1) KiB^£>fc Mfc#b#f&3iJl 
[0 0 9 5] 

(4) t h MCVmmfcfovmtik «: a - K"T * cDNAOfiflg 

t h MCDR#*fi#vfc<DVHi3 «£ £/VL£ a - F"t"^>cDNAi±> jy.T?> i^C Ltfit^^ fc 
§ & 0 41% B^Otb JUm<^Hftitfe<7)fitfl:OVH* X tfVLOCDROT 5 7 &E?9 £ $M£ 

■rath sm^vihs i xnmdwo) T*; msm *$m-f & 0 * y #l#ovh*5 x tnl<d?r<d 

U 0 Wz-&. Protein Data Bank* ifO-f*- ^-^fcg^S tLTV^S £ hJftfl:<Z>VH*3 
<t XfVL<D¥R<DT •? -/BfcEBU >#l#<Z>VH:J3 X V s VL<DFR<D&4)-7yfr'- -fcO^kWT 5 y Sfc 
E£!l (Sequences of Proteins of Immunological Interest, US Dept. Health and Human 
Services, 1991) & Ztf&if h -Hfr£flft3i*^"r & hMCDRW 

T? i S /i ttlft v^ffl * < t *> 60%JSJL Ji) tttST^ mSB^J * S-B J 
11 LV\ S^LfcH htfL#<7)VH*5i imcOFROT 5 ;BfeE?!)£18Jtf>fc h£Lftl> 

mm OjfG#:OVH^ <£ tFVLOCDRO 7^ mWM **IL, > HCDR««Sl#<&VH*5 i tfVL 

</)7?y b*e?u *■ Bfctt-r a 0 istt t it r 5 j mm *fflt<D&&*<ovu&£Lm K&btiz 

3 K>OfffiiS (Sequences of Proteins of Immunological Interest, US Dept. Heal 
th and Human Services, 1991) *#«LT«»B9II«*U hllCDR^WSbttOVHfc 

j: trvLo t $ j mE^j * a - k-t * ^e^j * astw-r a o imh- l t^^e^j § , 10 

O^HU^Oft^^'b^a^^^DNA^^L, ^-tLib^fflv^-CPCRfe^^Tdo tO» 
PCR-CORJ5B«I^*5 XX?&m%%ttsmk<n^frh, VH, VLfc ^6^:<7)^DNA^i£fti- 

[0 0 9 6] 

4 fc> M»Cffi*t-a^DMO5 , *»^a^*ft0R«*Offi«E^J*iiX-r& t tx 
, ±E2 (1) "C*« L H h ^^-i:$l^n-->mii: £ 
&o PCRRf&t^ iiiti§M%^pBluescript SK(-) (StratagenettUO tcifV)-?? X* K^^ 
n „-y^ L , _t| B2 (2) ^lam^fe^iv. m»E^J^^U> BfM^>t: MSCDR^ 
M^Q#<^VH^ i O^VLO 75; mW,m * a - K-raffi36E^I**-ra^9^5 K*flX#-rs 

o 

[0 0 9 7] 

(5) b MCDR^ffitfG^OV^^O 75^ mE^J 

VHi3 i tfVLOFR L ^ fi It (i ^ -e-OfiuJERtt-frflmttTCO fc b m^OKj^^tnl^^Jt 
-<T{g:TL-CL4 d C t**ftI?>ttTV»* (BIOTECHNOLOGY, 9, 266-271, 1991) 0 
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BBSahPCDR^IMit fc: > ftflcovHfc J: tfVLtf>FRtf>*& £ 75^ B*?Mfc^ i: SMt U 

TLf 9 ifc* s #x^tLTv^ 0 twpgaijsift-tsfe^N bMCDRMJfrffc-Cfi. 

m^^cDRor ^ y »«»fcfflsftffl Ltz i) , &fc<D5.$mM*mn u est® 

(BIO/TECHNOLOGY, 9, 266-271, 1991) 0 fc b faCDR#*fiu#0^aHC^V»T l±. **Lfc 

*©fcJ6KX»*&JI»Mff (Journal of Molecular Biology, 112, 535-542, 1977) 
^^^ii^y^j.-^-^-rV (Protein Engineering, 7, 1501-1507, 1994) & if 

, fc bfflCDR#ttia#©ffc«fc#< 0%M*«#*%fe?> LT*fc*«, 
[0 0 9 8] 

fc h*ft#OVH^ *tfVL<0FR©7 3 5fc3Bffl^DNAS:fflV»T±SB2 (4 

[0 0 9 9] 

(6) fc > mcmmm^^m^ <omm 

±ie2 (i) fcta*© fc h -fbstfri&sffl ^ ^ * - o fc b ffit<oca& «t irat 3 - K-r & a 

^0±«t=. ±122 (4) (5) ffiMILfcfc YMCVmmffifcVW&Z™**- 

Ki" & cDNA£ ? n - - > ^ U tl> MCDR^m^L#f&m^ * * - £#111" & £ £ £ * 

±IB2 (4) isitf (5) T?fc h MCDR^m^^YH^ il/^**&i-*lfcKJBv»* 
^J&DNA<£>? *>, M^M£S1-^^DM05'*3ilC^^tlJ|5I^omm@5?fJ^*Xi-^ 
£ i: -e, ±152 (1) H|B*<& fc b ftifc#fl3affl ^^-©th &#OCH£ J: tfCL* a - K 

-t & itfs^oo ±^ * n. e> 5&*a«j * Mx^m-f j±M^n-->^t*ui:^-eis, 

[0 10 0] 

(7) fc bftl!ft#©--i§1£#&5L 

J:tf (6) CEtWtbfliift^^^-^ $,2>\^te*tib*%cm.Ltz& : m^? 

Ltli, fc b<IdM;#*a5lt?**«^«ilft-c*tLtf, v^44IBt?4iav»4£i^# 
*©5IS*<Blft$*&> C0S-7M (ATCC CRL1651) **—«fcffiv> ?>*L* (Methods 
in Nucleic Acids Research, CRC press, 283, 1991) 0 C0S-7»^to|§m^^ 9 ~© 
SAfet LT{±> DEAE-t^^ b (Methods in Nucleic Acids Research, CRC pres 

s, 283, 1991) ^ 'J*7i^yaVS (Proceedings of the National Academy of Scien 
ces of the United States of America, 84. 7413-7417, 1987) £ h fiZ><> 

[0 10 1] 

§&K^**-©#;M^ *&#±»'*»<afc b-fkSt#Ol&5S*X0^L«tt#ettliELISA (A 
ntibodies: A Laboratory Manual, Cold Spring Harbor Laboratory, Chapter 14, 1988; 
Monoclonal Antibodies: Principles and Practice, Academic Press Limited, 1996) 

£ifK x y)m%x%2>o 

[0 10 2] 

(8) fc Yi&MtV>&1&&L _ _ 

±IB2 (3) fcitf (6) tcfB«Oli b<btlt#»5i^^^-*a^4:«^«Blft^*^* 
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^-OSAftt Ltli, xv^ hn^l/-'>3y& (Cytotechnology, 3, 133-1 
40 1990) tk&P&fhfiZo t Mfcfft^»^**- k UT»±, 
h ib#C# * S * & C ^ * * e^ffltt "C* , V> tf» % MM-? ^v>4ii tf*T? 

ffilx.^ v**SP2/0-Agl4M (ATCC CRL1581) „ v *P3X63-Ag8. 653$B JE (ATC 
C CRL1580) , HnJfflHRBMEJt^f- (JTF, Mlfc*E+*) ^3*L*:CH0$BJ& 
(Proceedings of the National Academy of Sciences of the United States of Americ 
a, 77, 4216-4220, 1980) > 9 ? >YB2/3HL.P2.G11. 16Ag. 20*fflJ& (ATCC CRL1662. ETF. 
YB2/0M 3ftB"t * ) & ^ ? <Mf ^ *L & 0 
10 10 3] 

M^^^-«5iAt, t Mb^#££feK3imi-&^«3£& / (fc^ #M¥2-257891^ 
H^$*tTV»*^ifenav^ G418 sulfate (J0LT, G418fc£B*-*) * Jf©*5W*^trtt 
•3Wlft*«ffl*&«'^&tli"* - fc i:i*)ax-i^o IWKtffl^t LTtt. RPMI 
1640«ifc (S*»*tt«l) , (0*«m*fcS) . EX-CELL302igife (JRHttM) , IM 

DM (GIBC0 BRtft«) , Hybridoma-SFM (GIBC0 BELtt») , S fciii *L*>*&ifeKFBSfc 
#a«lra W * » L. 7t ^^fflV>Kh^Uo #<b *L;fc Jf <6!MB1» t * -C 

Yimft<0&&*&*VfflSL&&&&*- ELISAKJ: JBWKSMilft 
#F*W2-257891KM*£^TV^^&K$£v^ dhfritt>S^^ £*fOJS UT H h *fcgb# 

^)Mf * _b# $ * * £ £ #t § * o 
[0 10 41 

^T-IS (Antibodies: A Laboratory Manual, Cold Spring Harbor Laboratory, Chapte 
r 8 1988; Monoclonal Antibodies: Principles and Practice, Academic Press Limite 
d, 1996) o Sfcs ^OUCIf ieS©»lt-fflv^tL^il^?:f ifl. - 

#'J7^'J^75 K (JSLT, PAGEt^iai-S I Nature, 227, 6 

80-685, 1970) ^^x^r/^nyf r/^ft (Antibodies: A Laboratory Manual, Col 
d Spring Harbor Laboratory, Chapter 12, 1988; Monoclonal Antibodies: Principles 
and Practice, Academic Press Limited, 1996) * ifCiU^i" & ^ t ^ ^ * » 
[0 10 5] 

(9) n Ml#M*tf>»telNB 

Mtffi#<&«tetHilli»±, ±B1 (7) fcWMfcfcL-Ctf 5 
[0 10 6] 
4. ^#®fitO^$g 

[0107] 

[0 10 8] 
[0109] 

tfvMJtfcLT, Fab. F(ab')2> Fab\ scFv, diabody> dsFv> CDR£^-tf^7^ KO» 

[0 110] 

(1) Fab^fEfi 
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v^T'&tUf, ynf'f VA*7At'ii-t£ IgGfr^FcBrJtfc^gtU &Fab 
i: LTH|JK.1~<2> £ fc^-Cg; & (Monoclonal Antibodies: Principles and Practice, thir 
d edition, 1995) o 7n >m^^Wtz^l^f9 9 ^OftfltO^ll, >f * 

-C§& (Monoclonal Antibodies: Principles and Practice, third edition, 1995) o 

*fflv>Tft»t4ii:^lS. ^xtf, XIB2 (2) „ 2 (4) ££^2 (5) £SB«<Btfrft: 
OVffiifc&a- K-J-SDNAfc, Fabf&i&ffl^ *-K*n--3/^U Fabf&SL'** * -fcffc 
lt^iW ? T'Ho Fab3§5tffl^ LTti, Fabffl ODNAfc H*&*|Sat? § & & 

<£>-e£>;jXl;fv^&& fc<D&fflv>£ CL t^X-i & c #HxJ^ pIT106 (Science, 240, 1041-1 
043, 1988) HZtfjbif hti&o Fabf&ii^ ^-^lS^«l^fXL, mXfc&2>^ 
ti^y79XAfcFab*£j£*»S*a So ^Att^lb J±, ItfieK"efflv> 

fb*L£ 'J 7 t-^Vf-f >^fet-«t *K *&14tf>*&Fabfc1- n)"?? 
XACM^^fci^lt *&#Ji?&'t'twffite*#ofcFaba , »ffl-rSo ';7*-J>f^ 
r«**v>tt**±»*»5»tt. 8tM*lfrfrS.*fc* 7Atfflv>S£aJ: *K ^f-^Fab 
SrffiSli"* £ & (Antibody Engineering, A Practical Guide, W. H. Freeman a 

nd Company, 1992) 0 
[0 111] 

(2) F(ab')2«>ffcR 

F(ab') 2 ti, s&gftmwti&tm&nfr&mm^i'y^mm-f&zkK x »k ^ 
*-r*3.fc**"^#ao ^-fisycDwmmi, Y^twm^mw^m^x^, *F(ab')2 

t LTHIJ|Xi"-?> £ btfTrb & (Monoclonal Antibodies: Principles and Practice, thir 
d edition, Academic Press, 1995) o ttz, TIB3 (3) Kf5«fcOFab* fco-PDM^ H** v V 
^ 5 Mt>4^^)J:^ &v W < **3rtfc^\ DTNB 

[5,5'-dithiobis(2-nitrobenzoic acid)]t%S U S-S^$^473Si:iotM*St 
(Antibody Engineering, A Practical Approach, IRL PRESS, 1996) o 

[0 112] 

(3) Fab'Oft« 

Fab'}*, ±153 (2) iCfSmoFCab' )z * V*** h ^©»7G*U-e*!kSLTf* 

Fab'Jia^X^WCtt, M*^ftft 
^Sa^if^fflV^T^M-r^Ct^T^^o 0Ox.WT, ±1E2 (2) „ 2 (4) ££^2 (5) t'fS 
«Ofitfls:OV«J«*3- Ki"*DNA«r, Fab'H^ffl^* * - \Z9 u-->9*L, Fab'SS^* 
9 ^-^f^M1-^£ t#-Ci4o Fab'S&KE"***-*: LT{±, Fab' fflODN A 
3&S'C*&tOT**)tHfv>*»4 4'6O*>fflv>4tfc*«-e§* 0 «x.WT, pAK19 (BI0/TECHN 
0L0GY, 10, 163-167, 1992) If <b *l£ 0 Fab'3131^ 9 - *MM%*iMm^MX 

U mXfa&Z^l*^) T^XAKFab' ££j&^l£-£&£i:7& s -T?££o »A#*»fett, 
Itlfiftl v>&*i4V7*-A'f'f>/ffieJ:!), i&tto & & Fab' £ f & £ £ 

*K &Fab' £ffii£1-<2>£h75 s Tr£& (Antibody Engineering, A Practical Approach 
, IRL PRESS, 1996) « 
[0 113] 

(4) .scFvOffcR 

v^gfSit^-el^o ±122 (2) „ 2 (4) *ir/2 (5) \,z%m<Otft>fc<DV 

««*3- scFvf&3U8^*-&C*n-^;/^U scFvUm^^ * - *ft 
@t&ii:*«-ei-5o scFvfl^ffl^^^-i: LTti, scFvODNA£S.*&#-f&3i-?§ a 4 
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<D-C$>titf^fr% 2> *>«5*>fflv»a C So Wltf, pCANTAB5E (FharmaciattR) , 

pHFA (Human Antibodies & Hybridomas, 5, 48-56, 1994) & h tl& o scFvlSS. 

scFvtf* 7r-^II6SiiJ!^L 47r-yt#4iWi4„ £ fc 
„ scFvf&SI^ - 1 iA L^*HIOtX#* « v» »^ 'J ^7^Ai: scFv £ £ 

„ fllttO*ascFVi:-r*ii:3&*T?§, ^'j7 , 5XAC3ia$*fci^li, 'J'/f- 

Antibody Engineering, A Practical Approach, IRL PRESS, 1996) o 

[0114] 
(5) diabodyOffctt 

diabodyttitft^I^KJfctt* Md^iftll^^^ffl^t 
fp^i-^Cfc^T^^o ±K2 (2) , 2 (4) ££^2 (5) KffiftO#L#?>VHhVL 

* ij V * - 3 - K-T -2) T < J mn&tfSn^&T tK&X 3 ) L fcDNA*ffc« L > di 

abodyl£3£ffl 9-\z\9u-~>7^ diabody^m^ * * - SrfESW- 4tt * & o 
diabody^Sffl^^ 9-t LTIi, diabody<&DNA*&*&*S&5i , e§ & *> 0-C**U*v>* 
^<5>^^^fflv>^C:i:a ? X"^^o Wxtf, pCANTAB5E (PharmaciatfcllO > pHFA (Human An 
tibodies Hybridomas, 5, 48, 1994) & £***tf h *L& 0 diabodyl§3l^ * - 4*XL 
fc7cifO»Xf2b*v»li/<'J y9XAtcdiabody«:***«$**i fc**t?*4o §tA 
#*»&tt> SHtSe5tt?fflv»<btLa V -7 *-;Vf-f y^&H J: *) . @14<7)&&diabody£: 

-e#£ 0 'J 7 *-*f >m4VMllO«»**&l4, i>ft>»n-7b^7 7 
^ -&t'£ffiv>&£ fcCi ±^J— &scFv£ffi$H-&£ 2:tf ? -e£& (Antibody Engineer i 
ng, A Practical Approach, IRL PRESS, 1996) » 

[0 115] 
(6) dsFwOffU 

fS;t^l4o if, _tffi2 (2) , 2 (4) &£Z?2 (5) lC|B«<7)gL#60VH*3 J: 0^4: 
a- K-t" &DNAO*iS£ft1tfc&*fc$AU 3- Kf S T 5 ^ HWVXff >Ctt 
^Sfr/cDNA^tt^-f &o flURLfc#DNAfcdsFvf&aJB''<* *-K*n-^>^U VHi3£ 
IfVLOM^^^-WtSit^lSo dsFvf&5iffl^*-fc L"Cfi> dsFvffl^DN 
A*ffi^^a"C§^ , feW^abtttfv>^** feoifflv^i t3&*-t?§So pULI9 
(Protein Engineering, 7, 697-704, 1994) * J?7&*aMf fctl&o VHi3 ZXNKD&m^i? 

-f>^ti, ^ t>$s?n7 > ^y^-** triads* * *k 

£i:# ? -e£& (Protein Engineering, 7, 697-704, 1994) o 

[0 116] 
(7) CDR^y*?- KOffcS 
CDR^^tf^^f- Ktt, Fmocfe*i>V>{itBoc£#0<b^^^ioT^f aCLhtf* 

ffl^* *-b LTW\ CDR^y^ Ffcn- Kf &m*8.#.&*3&S"e£* OT?;tb*UfV> 
^&&&<7)>i>ffiv>£ 3 0 fllxJf, pLEX (InvitrogenM) . pAX4a+ (Invitrog 

^xac* ^^-sit^-ei^o svM^'j7*9XA*f) cdr^ y 

ffifE# 2004-3085806 



#12003-297871 



^-y : 20/ 



S (Protein Engineering, 7, 697-704, 1994) 0 

[0 117] 
(8) mtMKVft&VHBi 

[0 118] 

GF-Iis £ tflGF-IIfcWSWfcilS^U IGF-Ii3 i mGF-IIOffitt£IS#1-&ifiM ttgt 
[0 119] 

ftij fB<t3Hffi* fcSHS. *MMB> i£«i*N SM, MM*. JJfift 

, eii> p&s&ffi. 0B*«. t-^*s> t&«#5. jm*> *tfvmm. Jfif 1 ® 

[0 12 0] 

*3&WO*|e»BB«W»ix #K> rhIGF«14ii?i^J <D<g#K*r3&-C**o ThlGF^ 

SFiatfiJitffiJ tit, hiGF^T-eitmt, hiGmjK^^LTiimK^iiin-rs^^-i 

[0 12 1] 

*63£#t LTte, «rffl**«>#tf», *lHMfioflf|g^ K*** 

[0 12 2] 

sur itmm^&o Ktf # § *ls — o * * v» a * ttm±om#: t —at l , w^<^m 

c: t 

[0 12 3] 
[0 12 4] 

mn®5-izmm%mmtLxi±, '✓o^ti, ay-t^h «su wttsu 

-CSBlT'£&o /U-SU ftftU «k Ul«GW*tt, ~>a*K 
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[0 12 5] 

mmn^^m^i^t Lxfrnz^mz&mK-zitzmfc^zm^xnm-f & o 

^xtmnMx^iaMt LxWTFLfzmfrzmwt&z t i>x£& 0 

[0 12 6] 

^f B ^ jftM^ l?^^^>^\ I«A1 0^^1910/. gAg~10mgAg-C&&o 

[0 12 7] 

■jzmm&oKmm^MMB.m^^, w&mm, it^mm, mm^m-m, 

[0 12 8] 
[0 12 9] 

l ) ffihIGF#L#:KM1468&;: £ SttrSL^aHfl&^0#©SM^J*^^f* 
(1) hlGF-ItwiSi: Mtr3:mM»MDA PCa 2b«OiimK*i"f 
*<E»B#ittfcfc$fcfc-&% ti hmftl&ffifflll&ttMDA PCa 2b (ATCC CRL-2422) 

[0 13 0] 

l<i7^;v^^:^5X10 5 HO MDA PCa 2b«£6 fx^yi/- M:»tl, 20 % * ->|& 
JEM (SIGMAttM) =4: "g-A,f£F12K 1F12K (SIGMAtt®) 25 ng/mL 3V7f^f 
->> (List Biological Laboratories*!®) , 10 ng/mL j|&3Slx.fc hJt&j&ftS^- (Inyit 
rogentttt) , 100 pg/mLt: KnaW> (SIGMAttS£) , 0.1 nM Knf^ bX-^n 
V (SIGMAtfcSO > 1/100 #ftITS-X^7'J ^ > h (X100) (Gibco BRLttM) fci&Lrt: 
&<D( £ffiv*T % 37X3, 5X002^ >**'<-9-*X'BW£&LtZo 48^WO^*m, # 
Si/l/OJ&ife^ 4fcttl, 10&& W±100 ng/mLOhIGF-I (R&DttSJQ ZZii^ 

umisaLtzmMmTumm (si<aiAtt«) K^mvtzo 37°c> 5%co 2 ^ >^^.-?-^-+-e 
, mfam&mz&mvxfrt>4&&m&mt&mLtz%t, mn^m^Lx y v 

[0 13 1] 

H 1 fcTjiVtzXi fc, MDA PCa 2bMJ;ihIGF-IfeK##ftK:^J«^$ £ *»W 
[0 13 2] 

(2) hIGF-I^^^^M^^^i-^irLhIGFSC#KM1468<^^# 

KfS(l)"rSB*LfehIGF-I^a<H:^5i-t*MDA PCa 2b,«£JSv>T. hIGF-Itf>4E#W 
^tt*i5S^> #LhIGFifc#KM1468 (&T\ #M£KM1468 £151") i l)«ll<:S»t****P 
<fco #C#:KMl468te, ?£|B##0!J 1 TpSi Lfco 

[0 13 3] 

^ffi^l (1) fcJTOfcMDA PCa Zbfflll&*37lC, 5«»2-f >*3.^-^-+"C48l*M** 
L£f£, 100 ng/mL OhIGF-I (MDttS) £ <£ XFMI&m&O* 0.1, 1, 10// g/mUfi#KM1468 
*-€-tL-rtL«SinLfe«RJflL«rF12Ki&«l^X«IL, 37T3, 5%co 2 -f v*^-*-*^ i^s 
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[0 13 4] 

EI 1 fcjjSLfcJ: 3 K> ^#M1468l±hIGF-I#^#J&MDA PCa 2bttO«5l*If 

-;VT~&&#C#KM1762 (*tT^;V^ **->jfcflO ttHW6*£< BMFLfcfrofco 
[0 13 5] 

(3) gu#KMi468fc i *«ramsi««BJ!&«to#ie^ia#«i*o«w 

[0 13 6] 

Yonou<b^¥^ (Cancer Research, 61, 2177-2182, 2001) Hfl£ofW»Lfejftl cm 3 ?) 
tfflSJt^, 6-8jltfrtf>N0D/SCID * (B$^V7) £&T8MtL;fco #fit?£4iIF^ 
K hfr^MffiJ&WlDA PCa 2b»£4X10 7 WmLtft* * ? fc*ftjfitf#gJ&K!R 
»U *fflM»«tl00/£L«r^«[Lfct ^tW^ALTvWNfiUo ^ >M 

#*ifci:EI*<Z>PBSfciS:^Lrt:o IWWIMfctt, #ke8M4 4. ^g^J±3t?tro fc 0 
[0 13 7] 

tW«aiU t«^^)i«iW^*^Il*^ KS 300 system version 2.00M 
«*f^fi (CarlZeissttSD fcJBv*T#tff Lfco * ^*fl!lL^JflL«E^e>JfiL«rH«-*^ 

J0Tr\ PSAt^iB-T*) ttfltfc, 7ytU^77*^^ (Hybritechtttt) £fflv>T 

[0 13 8] 

iffcJfctfcLT^ *<0«<frl4i&l/2(H;:«4»LTV>fc o 
[0 13 9] 

B2Bi:i±, M^PSAatM^L^o iM *<£>PSAstffi&, m&wmtik&Lx, mm 

mxtemi/lQKffi&LtZo fofaMUm*, mIGF-Ifc{4£JSLfcV>tf:ie>. ii-eg*5>*i* 
8fc#m468fcJ:*£tM»8l*H:, * h#m^<b^^tL^hIGF^14*lfi*-f 4 £ £ K 

[0 14 0] 

JBLt #M£KM1468J;i, •9">*#rtfcfM»3i'irt:fc htfti^t htftaUSUS 
M«cMDA PCa 2bffill&©&**lfi*1-*rai4*^l^<'** £ fc^TpcStLfco 
[0 14 1] 

($mW 2 ) tfiinlGF-Ijfrfcis 4 ^SunlGF-II^ Ci*, *»ffiffPfflME#l£#3&* 
gtmI(^frOt h^»«5JWJia»HT29 (ATCC HTB-38) «<ajftl!g^OS£WfiIJ^*£$i 

[0 14 2] 

HT29,«^2X10 7 'Ii/mL^^a 4 7 KFBSfc»»U ^M«^200^L«:9-10^^^^O 
NOD/SCIDv * * (0$^V7) WRMOtlT^ttA L t^ffi t/; 0 HT29«oWtIWJ 

1. ifeii (PBSi£#) ; ioe 

2. trLmIGF-lSri# (R&D^tiS* AF791)M!&^; 8E 

fchfE# 2004-3085806 



#M 2003-297871 



: 23/ 



3. MGF-II#l#(R&D*±$£ AF792)#^4£^; 6E 

4 tfQmIGF-I^#(R&DM AF791)tmmIGF-II^#(R&DttM AF792)#ffl^#^I 
5. i?LmIGF-I*fL#(RW±^ AF79l)i:KM1468#ffii^#^; 7E 
10 14 3] 

^li, HT29»fecO ^«LR H X 1) HHteU 1 i/lt4lFli:^ t)III*lt*ltfco 8s 

»K»±ra#*OPBS*«:^-Lfeo HT29«ti> J»*^-*-^***l&JB148i^ (&T\ C 
EAt^lfi-T^.) ^?*]k»*cOCEA'ffi£T-*x* hmCEA*? 

[0 14 4] 

fco ^mIGF-I^#t^mIGF-im^^#ffl^^i3i^MGF-Igt#i:KM1468#ffl 
ftJ|.*ti, #gL#^#®^PtCibr<T, P^^M^^iiTOSlJfSli^/pU^o KM1468J* 
>wiGF-I*J:0 f IGF-II**3Fai-&fiLfltt?Jba^ -7>}*IGF7t 5 y -fcttLTttlGF- 
IIfcS^ttK+ft^affitefc^-J-i. KM1468tt«IGF-IIK*i"r* , t , »Stfl c fc LT« 
l6LTV>*fc#x.fe*i.*o filiWil:*^ MMl&4>IEft£tt. IGF-I& J: OTGF-IIO 

w#tf*Ki mm<nnffli<ztti,xiGF-i&£ v igf-ii co <Di^ co t B# k m 

[0 14 5] 

(3EifrWI3) ^(ff-Itt#*J:a%mIGF-IItt#K *McoJ]fI!&T~coii£^#imK 
*mmIGFgu#^t >*l?Mflfrl*HT29 (ATCC HTB-38) «Bfl&OffFiK-CO^*l*^Wi"* 
[0 14 6] 

HT29,M£2X10 7 H/mUl&£ i 7 OTS^« U »®»«200/*L*9-10ffl«&O*XO 
NOD/SCIDv** (0^V7) OWKottUtT^^XL-C^fllLTto HT29«cofMt 2 il 

1. (PBSft#) ; 8E 

2. jifi (^I(ff-Iffi#fcKM1468#JBB:#») ; 9E 
[0 14 7] 

gL#{±HT29,Wa<0#«23iramJ: «?a4-*RI*&U 10/S1> 4®^coMl*! : £- ! ?-£ ; b-o 
fco »B#fc#Jt*-|liiSfcO<0»:#*M:, g^^lj. flQnIGF-Itfc# (R&D 

ttJ4 AF791)*»0.lA£g, KM1468*n//gi: U ^S^^{±i^#ficOPBS?rS-^ Lfc 0 
jfiLit't'cOCEAlifc T-^rr-^ hTO.CEA*? K^t*? M±«) v>T«j£U JFF«*' 

[0 14 8] 

B4AKIi, &#§1^28BicON''>*]fom*coCEA^£/FL/v:o iJOiIStJfc^"C, 

Sb*tf*5tfR3*U H^T^42Bg-C4E^#LTv^ 0 JSLh<0£ IGF-IisJ: 
0» IGF-II com*" <o ffitt * H i$ K & ^ t ^ WW # »t * cote^^* L -r 
U IGF-Ii3<J:OTGF-IIcoM^co«tt^|WIB#Hia#i-^^& 

[0149] 

(##$)l) JfChlGF^ y * n - f - A/£MfcOfls« 
(1) «i%co^t^#^mcO^^ 
mmx.MhIGF-1 (R&D*±gQ tt, ftftWtt**** a»taT©^^ ^MfcBSA (SI 
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^MfcBSA£. >^MkBSA:hIGF-I=l:4 (fiiit) i ? KUlCCifrfrU 10tfr|flJ# 

, ^f-MKBSA-hlGF-Ifc^lB-ra) fcLfco 
[0 15 0] 

;HbBSA-hIGF-I (hlGF-I^lOO/zgffi^*) 2jlN& J: «9 n >f > KT v 

[0 15 1] 

IRJiE»lR** 9S^U *OJ(ii?t*<7*ffi#«##flll (4) ^-r^ELISA-eH-<. 
[0 15 2] 

ma^MEU^Jft (B*«am») +-C3fflWft. b-CUCU it'fcfrSt (1200 rp 

nu 5^W) Lfcfc, ±i»t*T, hU-ttft7>*-9A«lifc (pH7.65) T?l~253-« 
jJiit, SfafiL3$fclfc*U MEM-e3IU^L, iSBM^-ffl^/co 
[0 15 3] 

(2) ^^XfffilSlOil 

8- T -9 s ^ T - >JM§L v 9 * #ft)i*ffl)»P3-Ul * a* J§«1 L „ *fflM^J$ K2X10 

[0 15 4] 

(3) /W/U K-vof^fi 

##0«1 (1) 9 MPMfflJ&fc (2) ^»&ft:fc#fltMfflII&fc*10:lfc** * 

$«£-U jfrtaMI (1200 rpm, 5#W) Lfc^L ±»*»"C. MLfc«K37t;tI 
#L&rt*^ 10 2 1i<7)7 y Mft#ffll|&*/iD0.2~1.0mLOl»^* (2gOPEG-1000> 2mLOME 
M. 0.7mL^y^^;l>^;V*^'> K©»») fciniU l~2^Hl5^1~2mLOMEM?r|^iaDnx. 

$ MEMS:J!jnx.-C^:S^50inL^*S i^:Lfco *'k53**l (900 rpm> 5#IW) 
Ltzfc. ±*#£^T, KM =H5 <* L fclfe, 100mL(7)HAT^KML/>:o 

[0 15 5] 

z<Dmm&*9&* t^- Haoo/zL/*x;i/-ro5H£u 5%co2-f 

37"CXn0~14Bra^*t7to -roi£*_b»£##i*!!l (4) Kl7P"t»^ELISA*ffl 
v>T. ^f-MbBSA-hlGF-ItwRjEBLT, BfttJtRRT** * *->MlSBSA-BSA[BSA*fllv>T± 
|fi##®ll (1) k^K>*ffV^ILfc3>'yay-Ht^)C't4 , '^ i ^W 

[0 15 6] 

*©tt*, H5i-^LfeRlS14**"t*KM1468, KM1469. KM1470^ KM147K KM1472i3 i 
rj*KMl47306*u-^<7VW 7y K-v«#L*r 0 "7* 'J Ztft&O 

&IgG2bT*ort: 0 
[0 15 7] 

(4) *y*n-?-/l/8t<fcO»^ (ig^ELISA) 

ELISA7V- VKm&tirZmmtLXlt, (1) Tf^KLfe^ ^MKBSA-hlGF- 

IiSJitrBfttStffifcLr^f-MbBSA-BSASrfflv^o 967 * ^ELISA7 V- h (Greinertti* 
) C, ±a©gLlR*hIGF-Iab*v^iBSAO«JSi: LT10/*8/bL"^50a£ V^*^"Cfl"ftU 4 
W-Wftti&f$*fc, PBS-etfc#ft, l%BSA*#trPBS (J^T> BSA-PBS ^sSi" & 
) £l00//L/7x;v-eflH;U mt?H*MRJ&**T3W5F-r*ettaf*^ny^L/S 0 BSA- 
FBSfcfcT, «ft*5 9 Vma.m, fthlGF-I^y ? u —f frfofomZL^ J 7V K-^CO^ 
tti^^^v^iffiSSiL^trLhlGF-I^^ ^n-^;v^*50^L/^x;V"e^L, ^?&-C2 
B^WKJS***:. RJfc^ #7x;V£0.05%Tween 20£^"tfPBS (£I.T\ Tween-PBS Scsfi 
-T & ) -CifcifrgU 4000f£ « L^t^ry^-^Wt^5y F Ig#u# (DAKOtt 
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ft) *-^flcfcL'C50/il/^i>U-CiniL'raa > ril*WRJ£***:o Tween-PBS 

abts*k» [2, 2'-Tyy-tfx (3-ifjv^^v*f7yr/-6-^;v*>i) 

T>*-^A<O0.55g*lLO0.1M^i>|fttt««£ (pH4.2) Cilt> ttfflit:ffiHwjB»<b#. 
*7K^l^L/mL-e^nL^T#?K] *50//L/'f i^T'iinx.-C^'fe^^ 415nmOlM£ (&T 
, 0D415t^fB-f 4) h V-^-Emax (Molecular DevicesttM) £fflv>-Cifli^L 

[0 15 8] 

(5) *j tu-i-frVtffcvmn 

A 9 Vf&mLtz&M^tBalb/cX (3) •Cftfe^'f ^'J K 

\t--?tf]gjkffi4\>Lfz'?'}A-frb. m.&*UM (l~8nL/E) U T&'bfrW. (3000 rpnu 5 
lt»^i*Lfcc fOt, *^"U>HftiWKi* (Antibodies, A Laboratory M 
anual, Cold Spring Harbor Laboratory, 1988) K X «9 IgGIHfrfcttftU ffl^y^n 

[0 15 9] 

(##®1 2 ) trGhlGF^e J * n - -J- /l'fifrffcoRj£1±0*fcW 
(1) hIGF-IW^*SOSt'l*«jS^*M"aREStt 

##011 (3) "Zmffi.ZtltzmilGF*S ^n— J->HJtfltO«WB*H*»t4^WSfc#*it 
£^ohIGF-I fc*fr1" 4 RJBtt £ , TIB iz^i" Sft^ELISA^W^fc o 
[0 16 0] 

##£31 (4) fc3?Lfc, ##$il (1) -Cf^»Lfe^f-MkBSA-hIGF-I*H3fe'ffcLfe^V 
- > fciJMB L, 20/ig/mLi ») 5fft*3Rt?IK»«Jiw^LfehIGF-I*50^ L/^x;WM 
„ tfuhlGF^y ^n-^-;^#:OiitMtfL#^#mL^M (KM1468:6. 0// g/mL. KM1470:1.0 
pg/vL, KM1471:0.16^g/mL. KM1472:7. 0/* g/mL, KM1473:1. 2/z g/mL) ZSOfzL/V ^JWC 
fl^U «^LT^iftT?2«FWRJSS*^o Tween-PBS-C^^s 4000l&^«L 

fc^t*V/-4!*i^t^il5y (DAKOttR) *50/uL/^ i^ijnx.-TMfi 

tl^^RfD^fco Rffifc. Tween-PBS-C^M, ABTS*K?& [2, 2'-7vV-tf* (3- 
xf^V'/fTyj >-6->Wl'*>^) 7 A£)0.55g£lL<D0. lM^^^Rifc 

'(pH4.2) fc»#U ^fflttmf^^m<k7X*7jc^l/iL/mLT^inL^M] £50//L/^;V 
■einx."C5H&$*N 0D4155r7 p V- h V -^-Emax (Molecular Device st±f0 SrJE^Tii 

[0 16 1] 

meizmLfzx^K, *$kw<o6m?>miGF*; *n-^;v&#^r*L*>hiGF-i<z>^ 

^OSt-ftflSatlcRf&l&^^Lfco 4^ aM*fcfcv*T* *^^v^JK«r7FcLfcKM1468*ffl 
v> rt: ±§£-> jftffl^e^in* 16ng/mL i-CO « W 5£ & O i#fltat ^tt^> hIGF-I £ *fc ft 

[0 16 2] 

(2) tfQhlGF^ 7 ^ n - ^StttOhlGF? r5'J- RS&tt 
JfiHSL^hlGF^y ^n-^;Hft#:KM1468 #C#KM1468hfEl-) OhlGFKfcj i" * 

TUI£OfiLhIGF-m#-C^4sml.2 (Upstate biotechnology*!:*) ©hI6F-Ik ©KJStt*tt 
ftL^**^L^ (#C«g£te> 30^g/mL^«b34&«-e^Pt^^^«l) o tztzL, sml 
.20*^f±, LT2000^l'«b/c^;v^^^^-^slfe^^^tfL^ , >^Ig^ 
# (DAKDttUD *fl|v*fco @7i:^l/;J;?^ v>i*ftO&#fc&#i£Jg^ftfchIGF-I 

[0 16 3] 

&^<DhIGF-IK:^&M^K£tf 4hIGF-I (Pepro Tech- ECttS) . hIGF-II ( 
Pepro Tech ECttM) , K>-f^'J> CMiMttM) ^it^mIGF-I (Pepro Tech ECtt 
m) K£2> PI#iS14 * £IT KtfL tzWL&mASk-izmt L o 
[0 16 4] 
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(4) t^LfcJ:dK«fcJK*H56ftU*:^V->*J»HiU 4.0,* g/mU~«lL 
fc&ftefof£ * 50 /iL/* 20/ig/mLi >9 3f&#m^KI*ttfc#ttb;fchIGF-I;fc 

&WihIGF-II> *fc»±, 10/zg/mLi «J5»*JR*C«l»ttK*3RU*:l2 W '^**v» 
{±mIGF-I*50^L/^i;VC^L, ?fi^LTgi&l?ll§|13RJ&$-£fco EJ&fk Tween-PBS 
-Cife*^ KM1468<7)^ti> 4000ft fcftfllLfc^/i'^V^-^lll^^St 9 y MgtfQ 

(DAKOttt*) . wa.20»^-tt, 2000f&t"«L/c^;V^^->^--b*»^^^^'> 
*Ig*rC# (DAKOttM) fc50jiV**J^ini;iT£»^lB#HJJBe£»$*fco Tween-P 
BST?»?3t. ABTS^Kffc [2, 2*-T>V-lf* 77'J >-6-^**>ll 

) T> ; E-^A<00.55gtlLO0.1M^J.>aft«««t (pH4.2) fc»#U fiSf CMb 
7K*7K*lA«L/inL^«linU^:»?R] *50/iI/* iA^ill;lTSfrfeS"li\ 0D415&7 P V— h 'J 
-^-Emax (Molecular DevicesttR) «rfflv>TSISt Lfeo *§*M\ fit#0***iiaL*: 
HfO0D415£l00t LTffifcMii (%) -e^Lfco *&**EI 8 IC*? Lfc„ H 8 fcTPLfc J: 3 
I', gL#m468WU<ff-Ifc#1"&#'£H\ hIGF-I (0 8 A) * i tfhIGF-II (HI 8 B) t? 
5&<RB#$*U hlGF-I^i&i^OSOftM^itffi (inhibition concentration 50; £TF 
, KsotmZ-fZ) {±$j0.3//g/mL (&39nM) , hlGF-IIfC <£ Z> ICso ii^j0.4^ g/mL (£j58n 
M) tm&J£<VU*KLtz 0 — ^ W >^J:O t mIGF-I-Cttia#ttffi»6e)*L*:36» 
o/io Jek±.<D&*Lfrh> *L#KM1468{i, hIGF-I fchIGF-II«>W#fc«F*Hk jfrolTOKO 
3£ $ tr&JS-r & CI t h t ft o fc Q TtrlROfiuIGF-IStfr-C* * sml. 2 OhIGF-I 
2>m&\*, hIGF-I (0 8 A) fci$3ft<IB#**U hIGF-II (H8B) K Si h BE«f£1±t± 
H*»ofco sml. 2 WhIGF-I ^ i ^ IC 5 o ttftl. 2 fx g/mL (&156nl0 ^ tzMZft U hlGF- 
IDCfcaiCso&MO^g/mL (>1.45//M) "Cifeofco — > W > * U > £ X IfialGF-I 
•C tt Ifi* »±K& <b tuft o /Co 
[0 16 5] 

(3) tfbhlGF^e y * n - ;vffi#^hIGF«tt*fflM?ii fc*J"t * 

^L^^Ml468^hIGF«ft«^^M-t^f^#*^W-L7to tftffci: UTS*. KM 
1468, TtiSROgLhIGF-IgtflfC*-6sml.2 (Upstate biotechnologyttM) *5 J: WIROfibhl 
GF-IIfiL#"C**SlF2 (Upstate biotechnologyttSO fcJBv*fco 
[0 16 6] 

M.y%mmm.mCF? (ATCCHTB-22) . \^Y^:mmmm.mT-29 (ATCCHTB-38) &&V> 
IJH h#|*Jja,«$cMG-63 (ATCC CRL-1427) ^TF/BSA^%[D-MEM/F-12 (Gibco BRLttSO 
ClOju g/mL<£> thh7>^7xr/ (Gibco BRLtfcSL) . 200^ g/mLOBSA£«] Lfcigitil] 
T'0.5~lX10 5 M/mLlcpmL. 96* ^^*ffl7 s V- MclOO/uL/* x^T»fl«Lfco 
$ <b fc, TF/BSA^*-e#ffijiJK^^rflL3thIGF-I, MGF-II** v>»ifc h>f>^'J>©«- 
B^&50juL/* i;VT% TF/BSA»»^*tt»*K#^Ufc4^fr*50Aiiy , 3' *^"C*inb 
, 37*C x 5%C0 2 4 > * * ^ - * - 1*3 -C5 B Wig* L „ Jg*&, JWIIiaJi Stf^SWST-l (Roche 
ttfO ^OyuL/^^vefr&U $<bK, 37°C. 5%C0 2 -f ^.a.^- * -rtt?2.5~4l$ra 

0D450nm<7)ME (J31T, 0D450 Sffil" & ) * ~f V- b 'J - ^-Emax (Mo 
lecular DevicesttSO *JBv>Till5£l>fco 
[0 16 7] 

B9AKH, t ^?L^S»*MCF7W#HT•^«t^liliiffl^ : Sr^L^o 3 fcfc, H9BC 
tt. 40ng/mLOhIGF-I^T, H9Ci:i^ lOOng/mLOhlGF-II^^ET, EI9DCti* 10 
Ong/mLOU h VTs U >|PtTtO, ^SL^^nl^Oii® Lfz 0 M 9 HtfU*: i 1 ^ 
, KM1468{i. hlGF-IjsimilGF-IIlw J: SjfflJfeitlJB[*H5Bftfc:3&< Pl#t, 
TO^^hIGF-m#T^&sml.2i3J:lFTO^^IGF-II^#T^^SlF2<t 19 tfl5*ofe e 

##^!12 (2) O^ELISA^B*^*Lfe#tt#0|§^!RF»ttfcA<ffiHL-Ci5 
[0 16 8] 
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1 0 B lOng/mL<£>hIGF-I#&T\ HI 1 0 C 10ng/mLOhIGF-II<£>^#T\ HI 1 
0Dlw{±, 20ng/mLOH h -i V >fe&T~?<0^ &#t#^)nB#Oif atSrTF Lfco 
[0 16 9] 

HI O^^t/ci^tw, KM1468J±. hIGF-IisimilGF-IIK £&»^£I^1IJ£KS£ 
<Efi#U t<D^mi. ^^^hIGF-m#^*^sml.2^il>*TO^i/LhIGF-IlSL#T'ab 
£S1F2£ fciH^o/Co — k W >Ci*i»«tfc#LTIi, v>i**l 

#*#x.fc*ofco ELhtf>ift*«\ ##M2 (2) ©ttfrEUSA-rtt*fe*lfctt<6*JMfcfc 
&<«HLTi3ij % * JfrKH*©*^ hIGF-I £ i tfhIGF-II (BfiH&FMF £ *l 
^CtWCfUi^^o S^fcl, HI 1 0 B OKM1468, HI 0 C OKM1468& £ 0*" 
SlF2fcRiS3*;fc»£-fc»±. hIGF-I^ J:0 J hIGF-II**Unt'5:v»»-6-J: 0 ^mm^M^W 
WStLfco HT-29*B8&W\ g fehlGF-I* * tfhlGF-IIfcg&LTiBJia LTj3 

[0 17 0] 

mi lAKtt* ^ M-^nm^MG-es^H^ izzzmMtoMz^^fro zht-, m 

1 1BKH\ 20ng/mLOhIGF-I#^T, HI 1 1CIC{4. 20ng/mLOhIGF-II<^#^T> HI 1 
lDKte, 20ng/mL<Dt h >X'J V^T"CO, ^«sinH#Oii5l Lfco HI 1 1 
frTFLtzXitz, KM1468ti, hIGF-I*5 X tfhIGF-IIfc H **Bfl&*MSI*PmJKfc3iil < BE* L 

iZfrvtz* £LhOift*tt, ###82 (2) 0«^ELISA-CB*P>^#S#!|#*tti:fi.<ffiH 

[0 17 1] 

3 ) trChlGF* J ? u - ± >WfitfltotiLJItSlftWffiO»*f 

(1) hlGF-IcOgp^yf- KO£-j£ 

W001/64754fc|B«O#£fcS£oT^ hIGF-Itf)IB53^7^ K«r-fr« Lfco ^Lfe^^f- 
Kti, hIGF-I<31-18#B (@e^iJ#-^l ; JilT> pl-18fc*SBi-S) . 14-30#S (@S^iJ#-t2 

;^T. pl4-30fc^fB-f*) ^ 24-35#B (SE^Jf f 3 ; ^T, p24-35 1 SiB"* * ) . 29-4 
1*3 (@a^J#-^4 ; JBJLT, p29-4l£iEfB-r3) . 36-47#B (lB^J#-^5 ; p36-47fc 
3MBi"*) „ 41-56#g (@B^J#-^6 ; p41-56t^IS-TS) , 52-70#g (SS^iJ#-^7 

; J^T> p52-70t^|Bl-S) , 53-61#g (IB^lJ#-t8 ; p53-61 hmtt&) , 61-7 

0#g (IS^J#-^9 ; JJJLT, p61-70fcmiB-r^) fcffl^-f S^-f- KT* > hIGF-I^« 

er*SV^±AlaHll^L^S5^JSr^L^o ttz, 41-56*1 Kffim-f *BE?!!fcov>-C»±. 

rt»^Cys*^r-r*iaya (sb^j#-^io ; pj.t, p4i-56c^re-r&) &#j£bfco 

[0 17 2] 

(2) JithlGF* S?u--f- )Vfatt.<DtiLmmmUtiL<DMtif 

±IB (i) -e^LTt^-m^-/^ K*fflv>r N gdiiGF^y hffii$mim<D&iWMM,%l>& 

[0173] 

##$!l (4) K&Ltz X n i,Z$im*m%AtVtz-7l'- V SriUfaU 4.0/ug/mL^^t 
^^®^=S:50//L/^i;VC^ft^ 50^g/mLJ: <9 3fg«tr^^^«L/c#®^7° 

F#*«)-IMB»**v>t±3|l*0<a'fr* > ^SV^ihlGF-I^SO/zL/^i^-C^iiL. ti^-L 
TM-cmWRtS^^^o RJ£^ Tween-PBS-e^^ 4000^^^L/c^;v^-^r->^ 
-tli-Jt^?'; Mgfiuff (DAKOttM) *50^I/'>*A'-CllDx."t:M-Cll*MJES&$ 
*feo KJB'ik, Tween-PBS-e^fe?t^ ABTSSKfS [2, 2'-^^^-^^ (3-^^;V^> 
7yj>-6-^;V*>t) T >-=e-^A<7>0.55g£lLO0.1M^V^^M. (pH4.2) tc^ 

§^3r, 0D415*yv-h V-^-Emax (Molecular Devi cestt^) Srfflv^-CiWJfeLfeo 
li, St#0<^^^inb 7^^000415?: lOOt L1zttM& (%) T^TjsL/wo ^m^Hll 2 K 
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^L^o 18 1 2 fcjjSLfc J: 3 fc, KM14680hIGF-It*rf hIGF-Il" 4 *) atJ^« 

e>*L*j&»-ofco £l±<DiS*fi, KM1468rt*. hI(ff-I©#&*75>'Bfe— 2fcffiyO-Cl±fc<, hi 
(ff-I©:£#«*3I*©*L"CV>* i i: < jjslft-*- 

[0 17 41 

[Hill 0 1 14, t hffi3J&fiffll&MDA PCa 2b<D*£m fc*t1-*8MWMl468fc: J: £Wt 

[H2l gI2At4. «;#KM14680«r3J!l«lOffi*ie»ffi#Stt«:^-ro HI2BI4. 
KM1468<£>$dJD& <b ^^^jbPl^OjflL^^PSAii^^^-ro 
[ll 3 I @3i4. ^Jft*OlffJ«^W|g^^-7'^t^v>r % ^IGF#L#£&#L7tt § 

U -etL-rtL±^<b90s 75. 50. 25, lOSWMtteSfc^to #*5A^OIi*SI^ 

[B4] si4A{±, jznm<oiftm'^e>n&*rn'K:&^x. miG?-m®.*&5-Ltz 

li4^ft^^L, -e-tL^tt±^f>90. 75, 50. 25. 10%5Mfcte«fr^i"o HI4Bi4 
. ^M^ffi^^^f^f^n^v^, gLhlGF-I^#*4g#L>tt IwSiSirM* 

[H5] H5{i, *y ^n-f-;v^t#ohIGF-lWi-^#M^ 3 &KJ&'tt^^i- (jBf& 
ELISA) o ffi#fc#tJSC<&&*£-;b**x IKtttitt'd'fim (0D415)£^-f o 

[HI 6 I H6fi, *S ?u-i-)Vfofc<Dfcm&Kl8Vttm<D&imM*%1r&hIGF 

(0D415) fc^o 

[II 7 I II 7 (4. Su#:KM1468*5«t0 f sml.2OhIGF-lCTi-^S:JS : gr^i-o **! l±#W* 
ftft (^g/mL) . «Bi»iiBt£-fiH£ (0D415) £^-To OJ4KM1468, □ ttBinl.2©Ri&tt 

[B 8] HI8I4, ^m468*J:irsml.20hIGF-I^*|--rS|S'g-JC*»t*#aH : f 1 K 

£z>m.g-m&*m-r 0 mmt^m^mm (^g/mD . «wn±»#®tt (%) 

o Ai4hIGF-I, BiihIGF-II. Cf4t W U >, DtimlGF-It* 4 S -eft-etiWtS14£ 
^i"o CX4KM1468. □tisml.2<Z>RJStt 3 Sr-€-tLW^"t- 0 
[II 9 I II 9 (4. #C#:KM1468. ami. 243 4 £fSlF2<OhIGF43 4 IF t: h ^ V * V > K 4 & 
t: h?LM»MCF70iim^^|"r^f^#^^i-o Att^-B^fc J: SlWIfiiiSlflHt** 
i-o «ttt4#«H^S (jig/mL) . IKtttitWft (OD450) fc^-To Of4hIGF-I. • 
f4hIGF-II, □ttfef'f >"^'J XOfett^^tL-TtL^i-o Bt4hIGF-I> C{4hIGF-II. D 

^g/mL) . mmimm (OD450) £*cto Jffl&m&4^#;»inB#?>itm£, £*U4# 

m^mtonommZTF-fo OJ4KM1468. □(4sml.2, ■ ttSlF20ffitt***L*'*WF: 
■To 

[B10] Hi 0 14. j3vffcKMl468. sml. 243 4 VSlF20hIGFi5 4 If h 4 >X U > 
i4t h^m««^Hr-29<7>4i5a^^i-^f^^^-r o At±#HT£J:**IHfl&i*5ai& 
14£^-To *ttfi#llH?-ttA (ng/mL) . {4 if fit (0D450) £^1"o 0(4hIGF-I 
, #{4hIGF-II. DttH h >f y^U VOf&tt^-etL-TtL^i-o B(4hIGF-I. Ct4hIGF-II 

m (//g/mL) . S£lW|{4ii5S (0D450) £^-f<> ^<£mt4ffi##Nfo5nB#tf>if ?fi&. 
{4#H^-»ljn^FOii?a : S:^-ro CH4KM1468. □f4sml.2. ■J±SlF20Stt*-ttL^' 

[011] 01 Hi, $n:#KM1468. sml. 2*3 4 tfSlF2©hIGF*J £VK\><{ 
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#12 0 0 3 -2 9 7 8 7 1 ^-^ : 29/E 

ft**^ **li#«H«* (ng/mL) , (0D450) fc^o OtthKF-I 

h * (OD450) *A« tt «*^*s3S*v55 

t^H***!*^***^ Ot±KM1468, □iisml.2. ■ttSlF2©«tt**M' 

< fST°2] HI 214, ^KMHeS^hlGF-I^MI-*^^^^*^®^^^-^? 
M«4*Si-. WB«^fFtt>i^ > ******* ») 
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SEQUENCE LISTING 
<110> KYOWA HAKKO KOGYO CO. , LTD. 
<120> Agent for inhibiting cancer metastasis 
<130> H14-1861Y2 
<160> 10 

<170> Patentln Ver. 2. 0 

<210> 1 

<211> 18 

<212> PRT 

<213> Homo sapiens 

<400> 1 

Gly Pro Glu Thr Leu Ser Gly Ala Glu Leu Val Asp Ala Leu Gin Phe 
15 10 15 

Val Cys 

<210> 2 

<211> 18 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Cys Leu Gin Phe Val Ala Gly Asp Arg Gly Phe Tyr Phe Asn Lys Pro 
1 5 10 15 

Thr Gly 

<210> 3 

<211> 13 

<212> PRT 

<213> Homo sapiens 

<400> 3 

Cys Tyr Phe Asn Lys Pro Thr Gly Tyr Gly Ser Ser Ser 
1 5 10 

<210> 4 
<211> 14 
<212> PRT 

<213> Homo sapiens 



<400> 4 
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#0 2 0 0 3-2 9 7 8 7 1 I 2/ 

Cys Thr Gly Tyr Gly Ser Ser Ser Arg Arg Ala Pro Gin Thr 
1 5 10 

<210> 5 

<211> 12 

<212> PRT 

<213> Homo sapiens 

<400> 5 

Arg Arg Ala Pro Gin Thr Gly He Val Asp Glu Cys 
1 5 10 

<210> 6 

<211> 17 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Cys Thr Gly He Val Asp Glu Ala Ala Phe Arg Ser Ala Asp Leu Arg 
15 10 15 

Arg 

<210> 7 

<211> 19 

<212> PRT 

<213> Homo sapiens 

<400> 7 

Cys Asp Leu Arg Arg Leu Glu Met Tyr Ala Ala Pro Leu Lys Pro Ala 
15 10 15 

Lys Ser Ala 

<210> 8 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Asp Leu Arg Arg Leu Glu Met Tyr Cys 
1 5 

<210> 9 

<211> 10 

<212> PRT 

<213> Homo sapiens 

<400> 9 

Cys Ala Pro Leu Lys Pro Ala Lys Ser Ala 

fchiE#2 004-3085806 



#JH 2003-2978 7. 1 

1 5 10 

<210> 10 
<211> 17 
<212> PRT 

<213> Homo sapiens 

<400> 10 r* * A T A 

Cvs Thr Gly He Val Asp Glu Cys Cys Phe Arg Ser Cys Asp Leu Arg 
1 5 10 15 

Arg 
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[HI] 



o 

O 



am 




p=0.022, $K *p=0.0019 t&mi£®it<Dt£&) 
(#p=0.037, # #p=0.0002, # # #p=0.0008 IGF-I lOOng/ml 



CD 

CO* 



Q 

2 
CD 

o 

o 
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[B3] 



6OO-1 



P=0.012 




3B&mSf ffi IGF-I 
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4] 



A. 



bJO 



< 
LU 
O 

I 

-R 
I 



500 



400 



300 



200 



100 



n 



8 9 
(P= 0.04) 
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110 

100 h 
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*fc 50 
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0 

-10 



■«lM»(n=8) 
toMlf (n=9) 
P=0.02 



10 15 20 25 30 



35 40 



45 
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mm 2003-297871 



■ ^ ^WtBSA-hlGF-I 

□ ^^;HbBSA-BSA 

2.5 1 : ~ 1 
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[HI 6] 



o- KM1468 
*- KM1470 
KM1471 
*- KM1472 




0.001 0.01 0.1 1 10 

hIGF-lM*( U g/mL) 
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[07] 




mum 2 00 4-3085806 




20 r 

! 



o j ■ u 

0.0001 0.001 0.01 0.1 1 10 0.0001 0.001 0.01 0.1 1 10 
t h< >XU (Mg/mL) *7<7XIGF-I«ft Ug/niL) 
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[HI 0] 

A 



WGF-I 
WGF-II 



B 



KM1468 

sml.2 

S1F2 




0.1 



1 10 

(ng/mL) 



KM1468 
sml.2 
S1F2 



D 



0.01 0.1 1 10 

%ifcm& (Mg/mL) 

-<^KM1468 
-o- sml.2 
-*-SlF2 




ja — 




— £- — <k 


-^^gjg^ft— 




— $ — 



0.01 0.1 1 10 



0.01 0.1 1 10 

fit#«K (Mg/mL) 
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[Hill 

A 



^ 1.5 

8 



0.5 



0 



MGF-I 
WGF-n 



B 



KM1468 

sml.2 

S1F2 




0.1 1 10 100 

=3rWkBl (ng/mL) 

-o-KM1468 
-o- sml.2 
---S1F2 



D 



0.01 0.1 1 10 

ia^^ft^ (jLtg/mL) 

^-KM1468 
-a- sml.2 
-■-S1F2 




o 

$1.5 
8 



0.5 



_! 
10 



0 



0.01 0.1 1 

SMfrSft (Mg/mL) 



0.01 0.1 



1 10 

(Atg/mL) 
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[HI 2] 



A 140- 
120 

§ ioo ; 

Si 80:- 

* 40 i- 
20 




0 



0.1 



^pl-18 
-*-p24-35 
— p29-41 
^-p36-47 
— p53-61 
— p61-70 
— pl4-30 
^-p41-56 



0.1 1 10 100 




hIGF-I 

p41-56C 

p52-70 

pl-18+p41-56C 
pl-18+p52-70 
p41-56C+p52-70 
pl-18+p4I-56C 

+p52-70 



1 10 100 



ffifE# 2004-3085806 



#H 2003-297871 



y<-i; : 1/E 



° igf-i* * tnGF-ii^flm * ia#-r * *« * mth&fr t-r& mn^mmn 
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